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(57) Abstract: Disclosed are: a pharmaceutical composition having an excellent anti-tumor effect; and a therapeutic method for 
cancer. 4-(3-Chloro-4-(cyclopropylaminocarbonyl)aminophenoxy)-7 -methoxy-6-quinolinecarboxamide or an analogue thereof can 
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^S, fi&SSr^UTVMTt J;V^C 6 _ 10 Ty-^S, g&SSrWLTVvt fc"«fc 
^5~1 OM^^ T y^/i^^Ttteg^S^^LTl^T^ £ 1^3 — 1 OM 

^C 1 _ 6 7;^S, fftJfcS&^LTV^Tfc £v^C 2 _ 6 7/i^~/i^ «M£r 
^rL-Cv^T 5 b<J;v^c 2 _ 6 T/^dr— fi^S-Sr^ LT^T^ J:l^C 3 _ 8 a 
7^*;H, e^S^WLT^Tt) <£v^c 6 _ 10 7 y — /H x tt&X&WLTV^ 
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R 2 <D X *)&MtMb LTfi. ''>77StfcttS;-CONHV a 16 (^(f, V a 
16 te, Tklflg^ C^bT/^/H, C 3 . 8 i/^n7;l'« C^eT/^^r 
^m^fzteC 3 _ 8 ^?vT^^*i/M : &MMi-Z>o fcfc'U V al6 f3\ ^nyy 

R 2 ©^oi:yfWji:L-Clt S-CONHV' 18 (it^. V al8 fi, 7k 
(iii) Y 1 ■ 



Y a tt; 

R 7 



w? A 




R 



,8 



w 1 



w 1 '"V 

— hnS, gm^^LTl^T'b.fc^C^gTA'^/I^ g&S 

g&X3r#L-C^Tt> «fc C 2 _ 7 T f/l^ g*k*£r^ UT^-Ck £V^C 2 _ 7 T 
^=rdrv^^7^^^/^^fc(i^:-CONV dl v d2 (st^K V d 1 jo V d 2 fi N 
^ *L^ta&:£i U T tK^J^T- * fc tegJM b X V n T t X V > C ! _ 6 T 

W 1 *3 «t U*W 2 li, Jrth^tilkiL LtiiS^t Lt v ^x h <fc v ^PUJ^ £ fete 
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(iv) R 3 £jJ:i>*R 4 

(v) R 5 

R 5 <D0ig&#Ji: b-C«, Tk^J^T-, C^eT^^r^S, C 3 _ 8 n X 

. — ftsst (i) bTfi, 

N- (4- (6-V7/-7- (2 h3rv^ b*c~» -4-^/!)/!^) 
t^'>-2-7;l'tn7x^) -N' - (4-7/^n7i^) !7 V'T, 

N- (2-^cin-4— ((6-V-T7-7- ( ( 1 - * 4 - bf^ y i/ 

/V) ^ h^riy) - V M t^r'» -7^=-;v) -N' -i/^n7ofc% 

N- (4- ((6->7y-7- (((2R) -3- (i^xf^7 5/ ) -2- 
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t Kn^^n.t» ttis) ^^y) 7x-;v-) -N' - 

(4 -yyM"n -7^=. )V) £ u-7\ 

N- (4- ((6-777-7- (((2R) -2-tKn^-3.- ( 1 - 1° 
oy^y) 7n tV^) '-4-=3r7y7l^) 2h3^y) :7 ^ ^A-) -N' - 

(4 — yyi^n y^^/V) >J?l/7, 
4-(3-^an-4- (->y u t°/UT ^ J jd)Vi$=-jV) T ^ / 7 S 

4- (3-^no-4-(i/^n^n fc>7 5 7 ^;^'^) 7?/7i7 
drv-) -7- (2-^ h^v-^ h^riX) -6-^7 !)y^>f 

N6-7^n^DtVk-4- (3-^ no- 4- ( ( (->^ a ^ □ tVi^T 5: / ) 

^7/i/^^/i/) 7^7) y^y^iy) — 7 -y 6 -+7 V ^ijiVTS^y- 

N6- ( 2 -7 h^v-^^Vl^j - 4 - (3-^nn-4- ( ( (-> y n fc° 
/V-7 57) ^A^—A) T^y) 7^y^rv-) -7-7 h^r'>-6-^7!)y 

N6- (2 —7/^ px ^/W) -4- (3-^PP-4- (((i/y n^n fc° 

;v7^7) Tj/utfwu) 7^7) y^y^y) -7-7F^>-6-^;yy 

N6-7f^-4- (3-^nn-4- (((y^p/o^7^7.) 1 */l' 

7> 7) ;7^y 3r>0 - 7 - y V&is- 6-*/ V 77J/M>>f-^ K\ 
N6-7f/k-4- (3 —? P a - 4 - (((Vy 0 7*0 tVl^T 5 /) 

=a) 7^7) 7x,7^y) -7^^ b^y-6-^7Uv*;^t5 K, 

N6-xf^-4- (3— ynn-4- (((^^ n7°a fc>7 5 7) 

T^y) 7x/*5/) - 7 -y h^r-7- 6 -^7 ]} ^tf^atf^Mf- 5 h\ 
4- (3-7^^-13-4- (->y n7o fcVWT ^ / 77/P/tf — /U) 7;77x 
7^y) -7- (2 -y h^ri/^ h^r^) -6-=f7 y 

4- (3-ypa-4- (y ^ n 7n t°;k7 ^ 7 7?77i7 

3^y) -7- (2 - 1 Kp^yx h^y) - 6 -dry y ^/i^^if-^ h\ 

4- (3-yoa-4- (v-y n7a fcVl^T 5: y #Atf; — /p) T^/y^y 
-7- ((2S) -2, 3-7t KP :S f-77'PtVu) Tf^ri/- 6 -=*y V 
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4- (3->np-4- (^W;/*;^^) 7^/7i/^>» - 
7 -7 6 -=^7 V h\ 

N6-^h^->-4- (3-^nn-4- (((^fvl^ 5 7 ) #A-7i?3L/P) 
75/) 7*/^'» - 7 -7 6 y K, 

4- (3— ^nn — 4- (v^ n 7n tf/PT 5 7 %/Vi$^ /U) 7 5 7 7 ^ 7 
-7- (2 -3i f^v^ h^vO - 6 -dFV y K, 

4- (4- ((^P7°nt>7^y) iJjViS^^M 75/7x7^^) -7 
- (2 -7 h^t/x - 6 -^7 y ^#71^>1f5 K. 

N- (2 — - 4 - ((6 — 3u\"^<< >V- 7 -7 Y*?is— 4 — =^7 V 

JV) Hr^-^y) -7^=-;v) -N' -i/^n/nt>!)l/7, 

N6- (2-t Ko^^xfyU) -4- ( 3 — ^ n o - 4 — (((-^n7n 
tT/WT'^y) */^'^) 7^7) 7x/dr-/) - 7 - 7 h is- 6 -=*7 y 

4-. [3->nn-4 - (1 - 7°p 5 7*;^x;U) 7577x/^ 

S/) -7-7 h^^-6-^f/!jy*;^>t5 K, 

4 - (3 — ^ n P - 4 - (c i s — 2 - yjv^u — v^u if/UT 57* 
75 7 7x7^^) -7-7 k=^i7-6-^7 y V^/Hfl^M*- 5 K\ 

N 6 - 7 ^/W- 4- (3-^no-4- (((^7p^p. tVl^T 5 7 ) yfr/Ptf 
=VV) 757) 7x7^) —7- (2 -7 hdrV) -6-^7!)^ 

N6-7f;W4- (3-7nci-4- (((if^7 5 7) #/t^= 7 
5 7) 7 » 7 * $7) -7-7 F^^-6-^7l)^/^>t5 H\ 

4- (3-^n3n — 4- ( 7 ^ p 7° p tVW7 5 7 * x;l/) 7577x7 
3ri7) -7- (2- (4-^;^!)7) xh^7) - 6 - ^r7 U y*/^>t 

4- (3-^nn — 4- ( 2 - 7;Ut n xf ;U7 5 7 */>#=^) 75 7 7 
xA-7) -7-7 h^r*>-6-^7 y ^tf/M?*^? h\ 
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N6- ((2R) fh7tKn-2-77^Mf^) -4- ( 3 - y u a - 
4- (3— — 4— (if/l'7^y*;^-^) 7^/7x/drv') 

- 7 - ^ h^v- 6 - y 

4- (3-^t3d-4- (((;/^n7°Pt 0 ;l/7$y) jj/lstf^/P) 757)' 
y^/^r^y) -7- ((2R) -2-t Ko*->-3- (1-t'ny^/) ^cr 

N6-^f^-4-(3-^nn-4- (((^f/V7^y) TJ/P/K^/W T 
^y) 7x7^-y) - 7- ((2R). -3-^f;l/7^/-2-t Kn^rv'7 5 

N6-y^vV--4- (3-7PO-4- (((x^7^7) iJ/y^^/U) T 
^y) 7i7^i/) -7— ((2R) - 3 - v'xf ;i/7 ? 7 - 2 - t Ko 

N6-/f/l'-4- (3->nct-4- (((^W^/) Xfrtf—jU) T 
5 .7) 7^y^-» -7— ((2R) -2-fc Kndf-iy-3- (1 -fc°cr y i>y) 

N6->f^-4- (3-7on-4 - (((if/>7^7) 77/1^-/1-) T 
s;y) :7^y^r-» -7— ((2R) - 2 - fc. Kn^i/- 3 - (l-fc°ny,vV) 

N6-^f;V-4- (3-ynn-4- (((y^^T^y) jfc/l^—A') T 

^y) 717^-^) -7- y h=3r-» -6- 
=¥7 y V77/^=Jr1^ K, 

N6-y^7P-4- (3-ynza-4- (((xf;l^7 5 7) iJ/Vifr^jV) T 

^y) 7^y=^v-) -7- ((i-7f;>-4-^y^/u) y h^rv-) -6- 

^ry y 777 /v&*yr% K\ 

N- (4 - (6-V77- 7 - (2 - y h^rv^ l^vO -4-*7y^) 
t^i/-2-7;^n7x=;l/) -N' -^p^nlf/i/^l/T, 

N- (4- (6-777-7- (3- ( 4 — ^/M* U y ) ^P/f?^^) -4 
-dr7y^) ^r^riyy ^=-}V) — N' - (3- ^^^.jVfc—jV) ~7 x.=-)V) 
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4- (4- ((^^n/at>757) 7^77x/^v') -7 

4- (3— — 4— ((2-7/^Dxf;k75 /) 75 
/7x/^i/) - 7 -y h^r->- 6 -dr7 ]) Vlfr/WaKViJ- 

N6- (.2 Y^riy^jV) -4,-. (3-^pd-4- 
#Vtff:=.^) 757) 7x7df-» - 7 -y.h=¥v— 6 U ^/l^dr^ 

5 h\ ' 

4- (4- ( 3 -:n^vl^ W K) - 3 - ~7 fV^rxi - ~7 zr. / *c is) - 7 - y 

h^r^dr/ y ^- 6 -7J^^^">y ■ y ^ 7'>y K , (2-'77 7xf/l/) 7 

5 K 

N- (4— (6-(2—>7yx^) ^/I^^/l'- 7 ^y S^rv^-4- 
y /V) • ^-df-S^- 2 -:7/io3-a ^ ai^^) -N' n^n fcVi^ 1/7 

4- (3 — ?un — 4- (S/7 c 7 p o b°;W7 5 7 ^/k/jN-^) T^/^rn/dr 
~» - 7 -y h^V- 6 -^7 y >-^/^dri^5 K\ 

4- (3-^np-4- (iW?/*;^^) T 5 y ^^y driy). - 7 

-y hdf-.->- 6 -df-y y ^/i^^i^ k\ 

N6-7 h^r^-4- (3 -i7 a ct - 4 - (((v-y n^a tVl/T 5: y ) 

=yi0 757) 7x.7^fy) -7^7 f#y-6-^7 yy*;^>t5 K\ 

4- (3-^oc-4- (y W5 y ;*7/U/tf~/iy> 75/7i/^r'» -7 

-y h^i/- 6 -df y y ^^^^^1^-5: K 
text? 

N6-7 b^y-4- (3-^on-4- (((xf^7 5 7) ^yP/K^/I^) T 
57) 7x7^'» - 7 -y 6 -^y y ^^^^^-^5 K£rW3r 

£fc, -j^it (I) T'^^^^^^W^ b^ii^di: Ltii, 4- (3- 
ynn-4- (y.^ a 7n t'^7 5 7 *^*'x^) 75/7x/^i/) -7- 
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/■ 6 -ft/ V l/X^^c-V-^ K (5£ (II) #Bg) &mf&^ttfX*% 




%i0 2/3 2 8 7 2^'*>7l'i/-Y (W002/32872) *3<fct5x ii^if 2 O 0 
5/0 6 3 7 1 31/^7^ h (W02005/063713) fcfEic £ frfc^ifefc; j; o T 

(B) c-kitP£»^K 
^BJt-ib^-C. c-kit PJ*4^ftte, #J?Lf£. 

(1) 4- (4 — ^ .^vVt 0 '^ v^- 1 -^/U^ ^A-) — N— [4-^^-/1^-3 

-14- (3 -try vvi/> t°y 5 v 5 ^- 2 -j>vt % / ] :7*=vv] ^>"^>- 

75 K (£IT, r^f-^^n^j joiU? rSTI571J HV^5, Blood., 96, 925-932, 
2000., Bioorganic and Medicinal Chemistry Letters., 7: 187-192, 1997.) 
(5t (HI) #HBk 




(Ill) 
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(2) 3- [(2, 4-^f/H?n-/P-5 — { >v) ftf-Vls] -2 — f > K 
•J/y (J^T> TSU5416J joj;^ Tsemaxanibj HV^ 0 Cancer Research. , 61, 
3660-3668, 2000, Journal of Medicinal Chemistry. , 41: 2588-2603, 1998. N 
US5792783) (j£ (IV) #RB) „ ' 




H 



(3) (Z) —3- [(2, 4->^^vU-5- 

v K— ;v- 3 — f y f ls* fyu) — 1 H- t°n— 3 --Ok) - j^n M°Jr 

T-isy K (J£AT\ TSU6668J ir&l^o Cancer Research. , 61, 3660-3668, 
2000, Journal of Medicinal Chemistry., 42: 5120-5130, 1999.) (3£ (V) # 



O 




(4) 5- (5-7^^-13-2-^-^^-1, 2 - v?t KP-f >- K— /W- 3 — 

- 2, 4 — S^^vV'— 1 H — t°n— 3 — y 
* 7*>y K (2-^W-;;xf^) 7 5 K (&(Ts TSU11248J tt^ 
5o Molecular Cancer Therapeutics. , 2:471-478, 2003 N Journal of Medicinal 
Chemistry., 46: 1116-9, 2003.) (it (VI) #R8h 




H 
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(5) N- {2-^nu-4 - [(6, 7-Z?J h * is- 4 - ^-TV V ~>V) 

7^~fV) -N' —-7xiMA'*;\sT (&T\ IKRN633J th^^Oo Molecular 
Cancer Therapeutics. , 3:1639-49, 2004.) (it (VII) 0M) . 



(6) 1- (4 — 9 c oT=!J .7) — 4 - -?9*7*?y 
(£t.~r\ r.PTK787/ZK222584j :}oJ;l^ TvatalanibJ <h t> V ^ 5 0 Cancer Research, 

60, 2178-2189, 2000.. Journal of Medicinal Chemistry. , 43:2310-23, 2000.. 

W098/35958) (it (VIII) #88). 



(7) N- (2-^nn.-4- [(6, h^-->-4-^-/ ^v-] 

;7ji~/W -N' - ( 5 3 -4 y^r-^y U /V) 1/T (J^T. IKRN951J 

£ 5 0 Proceedings of the American Association for Cancer Research, 45, 
594, (Abstract 2571), 2004.. Proceedings of the American Association for 
Cancer Research, 45, 595, (Abstract 2575), 2004.. W02002/088110) (it (IX) 





(VIII) 



mm). 
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(8) 4- [(4-7A/to-2-^WXK- jU-5-4J^) ^^V] - 6- 
h^i/- 7 - [3 - y 1 — C/W) ^nTK^rv-] ^-T^]) > 

TAZD2171J £t>V N -5o Cancer Research. 65:4389-400, 2005. W000/47212) 

(s; (x) mm), ' • 




(9). 6- [2- ^vl^/W^^U) 7x=;UX/l'7r-/H —3— E — ' 
[2- (fc: 0 y 2 — fVlO ^-r— (WTs TAG013736J t 

t> 5 o Proceedings of the American Association for Cancer Research, 44, 
865, (Abstract 3780) , 2003. American Journal of Pathology. 165:35-52, 2004!. 
W001/002369) (iS (XI) #$0 . 




(10) N- (3 - hV ~7)VJrx2 * 4 — ^ n n 7x- /P) -N' - (4 - 
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T\ l"BAY 43-90.06J *5 J: Xf TsorafenibJ bt>^^0 o Cancer Research., 64, 
7099-7109, 2004, Organic Process Res Dev. , 6, 777-81, 2002. N W000/42012) 

(xii) mm). 




O 

(XII) 



(11) [6- [4- [(4 -^^)V\?^=7 *JlS— 1 Ptosis] -7aL^)Vl 

- 7H- t°cz n [2, 3-d] fc° ]) ^ 4 —4 ;V~\ - ((R) - 1 -7 ^=-;V 

=^^-/^) Tkl/ (^J(T, TAEE-788J th^^Oo Cancer Research. , 64, 4931-4941, 
2004, % Cancer Research. , 64, 7977-7984, 2004.) (^ (XIII) #flg) % 




(XIII) 



(12) 6- (2, 6—i/?uv-7^~jV) -2- \ (4 - 3 
f;V-7i^7^/)' -8-^^/^8H-fc o y K[2, 3-d]t°y 5 v^- 7 
— (Jt^T. TPD180970J i: 5 „ Cancer Research. , 62, 4244-4255, 2002.. 
Journal of Medicinal Chemistry. , 40, 2296-2303, 1997.) (it (XIV) #f$) x 
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(13) 6- (2, 6-^no7s-^) ( 3 - * f-JV 

7,)V77-^-7 *.=-)vt % /) -8H-t°y K[2, 3-/d/] t e y v^y- 7- 

ty .(^T, TPD173955J irM^o Cancer Research. , 62, 4244-4255, 2002., 
Journal of Medicinal Chemistry. , 40, 2296-2303, 1997.) (it (XV) #HBK 




(XV) 



(14) 4 -[6-^ MF->-7- {S-^D^-l-^^-yo^) 
df-t/II 4 t?^.?i?>- 1 -^yP/^dr^y Ti/-y K (4--f 

y7 P n^^7x^;l') 7^ K TMLN518J ^JltF ItandutinibJ £t>V> 

5o Blood., 104, 3754-3757, 2004., Journal of Medicinal Chemistry., 45, 
3772-3793, 2002. ) (i£ (XVI) #Rg) 




(XVI) 



(1 5) N- (2-^0-6-^^7!^) -2-[[6-[4- (2-fc 
Kndr->xf^) fc 9 ^^^^- 1 — f/W] - 2 ^vWtf D ^ 4 — >f /W] 

T?/]f7 , /-/l'-5-*;VJ|?*t5 K (UT. TBMS-354825J *S £ T$ 

Tdasatinibj h tV % 5o Proceedings of the National Academy of Sciences of 
the United States of America. , 102, 11011-11016, 2005.) (XVII) #BS) 
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(XVII) 

^-?J-=Ly\ SU5416.-SU6668, SU11248, KRN633, PTK787/ZK222584, KRN95 1 N 
AZD217U AG013736, BAY 43-9006, AEE-788, PD180970, PD173955, MLN518*5j; 
TJ* BMS-354825 14, <&%\<DlvW;Xm&1r Z> t &X*%\ MtlIS. ^fhZffotDXHk 

i ■ 

.^SSWfc^-c, — j&iS (i) -eg^ixsft^i^/f/cii c-kit Ra^jjfc 

^*3lt5-hfB-^ (I) ^^frSi^^iUv^fcte c-kit PJ.W^K«, 
^KK^T. (I) Xm£tbZ>fc&%}&£U i /&tZ-l'Z c-kit 
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$fc, ^PJfc*5V>T, *ISK^^*3«trJ ? /*fcf4 c-kit PELW^SCH 

#38Wfc::fc3V>-c x c-kit Pl^jCH ffilfcHr, #t c-kit ^-iffctffcSrWS 

'^MB^^T. #l c-kit iftftttfii, c-kit if^fctt^SBa-Br 

Jt£»fM4&^-5^#"e*><5. #C c-kit ifta&ii, c-kit ap^— if£fg 

tt L^i-a r <t x\ c-kit <d jk^rt^JM^te^pa^-rs f?pgi 

fcXtbZZ btm* LV\, 2jc5SM^*3V^T. £t c-kit if 8fcft:«\ Mill 

(scFV) (Huston et la. (1988) Proc. Natl. Acad. Sci. USA 85: 5879-83,; The 
Pharmacology of Monoclonal Antibody, .vol.113, Rosenburg and Moore ed. , 
Springer Verlag (1994) pp. 269-315) N t MWjtft^ ^^M^KW- (LeDoussal 
et al. (1992) Int. J. Cancer Suppl. 7: 58-62; Paulus (1985) Behring Inst. 
Mitt. 78: 118-32; Millstein and Cuello (1983) Nature 305: 537-9; Zimmermann 
(1986) Rev. Physiol. Biochem. Pharmacol. 105: 176-260; Van Dijk et al. 
(1989) Int. J. Cancer 43: 944-9). teXXf-, Fab, Fab\ F(ab' )2, Fc N Fv t£ 

J5t c-kit ic-r—eMm-z. <&^ia£c, y ^u^^y 3— a-(peg) 

miz X V {gffi & tlX \, i> £\t\ ^rOfifax ijLc-kit^i — iffctffcH Q-if?? 
h v"^ — tf N MBP (maltose binding protein) N GST (glutathione S-transf erase) N 
GFP(green fluorescence protein) ^ b W b LT*i3£& tl%> £ b 
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#-C£, ELISA if fc&V^T -&£tft:£ffll ^i" {d^tbT't 5<J:5(-bTt>J:V\ 
4tl c-kit - tftfcfrtt, m-f-^mz-X V tfifc&mWiir Z> biz£ V) 

Jn c-kit *i — Htfimz, c-kit *-r—V&tzh*:<DnftWrK CU1T> r c -kit 

Stt^lWi UT^fe^V^jKat-^-S Ci*"C#5 (TCurrent Protocols 
in Molecular BiologyJ (John Wiley & Sons (1987) Section 11. 4-11. 13) ) „ 
r.<Z>4t£\ c-kit -^©/Ky KBrtftt, Fc GST. MBP, GFP N 

AP (alkaline phosphatase) t£ ¥ b CDMa-f tfcotti^o 

"t~ § w b ffi t? # <5 (Antibodies: A Laboratory Manual, E. Harlow and D. Lane, 
ed. , Cold Spring Harbor Laboratory (Cold Spring Harbor, NY, 1988)) 0 

@a±S4t5 r. £ K <fc t) ff 5 fls-?* gtJJK (c-kit 

t^-c«#So w:/y k— vfett^ *i\ #}) 9v—-f-A<$ifti<Dm£.bmmz. 
elisa if ©^fei^rife-etftfrflii^aa^-rs r £ * li>„ 



30 



WO 2007/052849 , PCT/JP2006/322514 

o^r^ffl-ct^o mm^m^mt, ±>^-f v-i^^m, ^y ^f-v^yy 

* ^ y — ^y^i.LT ELISA v^-fA/Try-tr-f ¥<D'J&*(D 

^©^Mffii^rH^t, Mill' PS#^fefc£tfFACS*£#$rffll> 

*mm<Dfc&mt c-kit ia**Kt*»a^-a-*>*54t-«M».*r^r 
^wm^sv^-c. c-kit. pj.*»'Kf±, c-kit -if&pi^-rsistt&^r-rs 

&tf>-C*>*U*\ #K:PS^£ft&V\, c-kit PfiWRtt; 0«x.J4\ c-kit 3^-— t? 
PE^Sf. fete-kit tffetffcft iTSr^tf S - £ 5 Q c-kit ffl.#*b«tt, 

£F"£ b< 7\ SU5416, SU6668, SU11248, KRN633, PTK787/ZK222584, 

KRN951, AZD217U AG013736, BAY 43-9006, AEE-788, PD180970. PD173955, MLN518 
*5 <t BMS-354825 tfmtfbtl. «t D b < 14 W -v'T—'f&mf htlZo 

b r © MM © Sr ^ tp o 
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*$m<n*ry M^*tL5*yfiItt< ^mtDfc&afo&XTf/lktcte c-kit PI 

-So 

&> z> v n nmrn^ - # — iz. x v mm-r z> r t & x * 5 » 

^=¥, ty^ r>v v ^ = ^ -fJ*. 1*VHfe£) [^fc, 

Mii©*ff i/£5fiSI4, ttPS^^tif , 0»Jx.tf, Hi, A 

ii*. s-*, w« v %m. mm. wm. ^m^tii^-t-mm<D.m^ 

lift. SIMi) , MfeSK. -W«, iuilM, -7:^*; IP**, ' 

ma*, ra^, mm (wttf, d?#^im v &rub; jk 

WF«. .j»#i^«/«cir) , Sshffi M*.t£\ mVk'WI&'\±&ihm (CML) N ^Lt4# 

Mtt & (AML) , «tt y >v?Efcf£ £Mi (CLL) RXfMte. V >-^°l4 & Jfoffi (AIL) , 
y W?flt., #^ffi#MJ!l (MM) ' >fc f) ' *5 7 / — ^ft if 5 £ £ 3&S-C 

hzmm-tzm^ *&m<Dik&vo<D& j 3-*te. mwoum. &%<d^w, ta- 
sk f£fi, JBSt£l^ &#nt#k ism^J^^w. maj 

A (ffcM60kg) 1 B fc/c t> 0. 1~1000 mg % U * L < t* 0. 5~100 rag. $ P> fc£F 

* l < i~3o mg -e*> 19 ^n^ii^- 1 0 1 ~ 3 mcfttfX&^-'t 6 £ <h 

■So 

#3&W©B^iia/£4&:i3j;U^*;fctt^ y h SH^ffl-rs^, c-kit PfiW#>«te. 
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#fcPSj££;ftfrV^S % iifj?/£Al Bfe^tt) 10—6000 mg,£? * L < tt 50—4000 rag, 
$ b< fi 50—2000 mg "Cfc 9 ^HSril^tl .0 1 — 3 [eH- WTg:- ^ ? 1 -r 

5 ;i £ ri\T*# 5 G 

*^P^(D|gm«a^*5iU ; /'^/t^dr5/ c-kit 
— tfHUM&Rtt, #fcHK££*LftV^S, il^Al Bfcfct) 10~6000mg, 
L< ft 50—4000 mg, £ L-< 50—2000 rag T?*> «9 ^tL^ilS? 10 1 — 

**w^E»aja«f*3<tt5/*/tWL^ ^ h«rttffl-t-«*^x #t c-kit 

^irZmt, mzf&fe&flte^i)*. MH£ 1—6000 rag, £?£L<te 10-2000 mg, 
£ b< fi 10^1000 mg l?&«9 rtL^rii^l 0d>e> 1 IFIt 1 ©S-^-f- 

i^b-frtaot^^^^ 0a ^.tf, c-kit mm&}K<Dm o.oi— 100 (m* 

J£) "CfeSo L< 0.1-10 ft (M*Jt)- -C£>5„ 

is. }V T?V a— /K if^tyva-^, p< f^t;Vn- 77lf7^A, fc K 
P^rv'T'otVkt/l'P-^, fc Kp ^S^n fcVl^ f/l/t/WP- V#2R 
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mmfcMbVXIZ, Mx-l-i, ^f;ut^n-7 s tf})y/u^<— b 80, t Kn 

x-t b y /Ky ^v^^i^y^tr^v^y y y u— bteb^m-f 
Z>Z.bftX%Z> 0 

^fcgc^-fl^ji: LTtt; ^m^m^ h y y y&«-7- h y 
c-kit |3l^^(Ofdl(-^^^»lftp^«^#5:«^?r-a^-ev^Tt> <tv\ 

^pj^^j/ m*. (a) *%£m<7)ikG-vob c-kitmw%)Mbzwmis 
xm^^^bzmMistc&m^s mmmww, ^xnmuxm^^^^m^ 
hm$Ltsfrz>'p?£< b t> l-ocb, (b) *wft<oi\&to&^tswfflm$m t &is 
ii-rz>nmxfo^x-b£\,\ mm** m*. m^m*^ bb Lxmmx&z,, 
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£fc, *mw<D<k&Qob c-kit Pfi#&K££ri^n#*fcf*SiJ*l-& 

gag*a/*ttK:W>-c v ^p^^teiui c-kit Pififro^g^J;^ 

[^Jfe0»J 1 ] t htfUMStt^T^P**"?*^ (in vivo) (c*5ft5*3SM-<^{k^ 

t c-kit mwvoWb<Dffim 

t R8{bWP^KJffiS$BJ§£#fcGIST882 (The Brigham and Women' s Hospital, Inc. 
*>£>{ft-50 £r 5%^@?^f^^ V^*^— $ — rtidjoV^T RPMI1640 (10% FBS 

-edta mcj: «j s €-»^m^bfc 0 50%-^ h y tf/p^^v ism&m 

fo^- K^^frM&T^teLfc, 21 Pgj:^ 4 - (3-*n 
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6 -^r/ y ^jJtVi£-*^% K&r 10 mg/kg 30 mg/kg ©^411?, 

IB 10, 2 jlP^co^v^— ^T^-^-f^: 160 mg/kg ©S^iT\ 1 0 2 

(3-^n0-4- (v^ n^o fcVUT ^ / 3)/i<&~;V) T % J 7 / 
-7-* h^rv-- 6 U l^/PaK^MJ-^ K ? ^Xfrft^W&ti tt. H 

0 2/3 2 8 7 2^°>7Wy h (W002/32872) (DtZ^M^^^XM 

$£^£•7^-^:7^^ y^ (Mitsutoyo) -C$!|^U iUTtf>5*;"ejraftM*. 
M^tiM* (TV) = J8«# (mm) xmmmm 2 (mm 2 ) /2 • 

ttmmfom (rtv) -ay^0(D«^^/s#w^ew«^#:^ 

^(D^^z^ 4- (3-^nn-4- (v'^ n/o t>7 5 /^/^^) T 
^y^^7^v-) -7-p< h^r^ - 6 - y y*;^>'t< Ktt, -f"^= 
y<b#ffflt-5- «9 x 4- (3-^nn-4- (^p/ot:';V7^ / * 

^tf^yp) T ^ / 7i; ^v^) - 7 — >« h^rf- y ^jj/lotf*^ * K 

^7c«-r-7^-^^wA^^{-i:b-<, -r cwc^jB^m^ u/t (^ 1 . 2 

*3«t-t5iai. 2) o (3-^ era- 4- (i/^P7 > ntVl/7^/*' 

7v/7x/ir^) - 7 - p< h^rv^- 6-^7!) >-^7^^^^^ K 
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1 





Dayl5 l£*5t* £JfclBflHtfI 




2. 71±0. 24 


-f — y .160 mg/kg 


1. 03±0. 15 


■ffc^fe A 10 mg/kg' 


2. 06±0. 16 


fc-gMfe A 10 mg/kg 
+ ^^r^-=.zf 160 mg/kg 


0. 77±0. 12 



t htfJjWJ&ttc&Tjg**^^^*; 4- (3-^0-4-^ 
^ n^u fcVVT ^ /3nvi$=. /U) 7 5 /7x/^-v') - 7 - /• h dp- 5^— 6 - 
/y^mt^ K (^'l<F, {c&m A £ ^"T) x ^•7^=^*3 J: 4 - (3 
a n — 4 - (^^n/o 7?/7x/drv') -7 

Sr/Tto *r day I;* Lfco 



2 





Dayl5 fc&tt-SfcUffi^ffclS 




2.71+0.24 


160 mg/kg 


1: 03±0.15 


f A 30 mg/kg 


1. 36±0. 13 


ffc-g^ A 30 mg/kg 
+ ^-^J-^zf 160 mg/kg 


0. 62±0. 09 



3c2te, t hftiiWJtetfc&T^^^x/W^tt^ 4- (3-^nn-4- (~> 
^ VZfxi \fjVT 5 7 75/7x7^-^) - 7 -p< 6 -^r 

y y >-^^^>if 5: k iMi *k \Y&mk t^-t) % -r^^^*3«tt^4 - (3 

£r^-To iS-^HB^ B £: dayl <t Lfc 0 
£l±<D%g%:frb, 4- (3-^pd-4- ('>7n7nt>7 5/*;^ 
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— fB&l (I) -Ci^tL5ft^-otfc5 4- (3-^nn-4- o 
T'o t°/WT5: /#/Utf;=A') T ^ y 7i/^) -7-/ h^^- 6 - dp-/ V 

(1) lmg^ 

=af-v0 - 7 - / h^f-v^- 6 -^ / y ^^7/w#=3f-^5: k / ^.^^/i^^^gfeig© 

(C) C£rF> (C)J tm-T^m^h^o (C) te,W02005/063713 

cD||»!j7^fam®^fet- ; ^oT^Lfcit>^-Cfc'5 0 ) 2 4 g ^aSzMSSC^ 
S*. (^/HkKrit^lv i^p n p£ AEROS I L 2 0 0,0 ^T^o 

7l<$5fc5£^tfc) 1 9 2 g ^ 2 0 L^w^^t-tM, SfeKlD — 7V= 

-jv (MMM, Jfcfnfft£iliS8c3;#lfc) i 2 3 6 g, ^-fe/un— ^ dajg 

gp B p^7K'WHl 0 1 , jia^XHt^^th) 7 2 0 g. t Ko^ 
/DtVl/t/PD-^ G&^k fc^HPG-L, 0 ^W^tfcxt^rtt) 7 2g 

zmzLxm^isfro ^©t, *i7K^^/-^^ii*^*Pb^H% (o z^m-r 
smsLto&ftita ^<Dm&vo&m&.&mm (6 o<c) ^y-^sr 

A (MHig^k ^00^ Ac-Di-Sol x FMC International Inc. ) 120g, 

^T^T U /U-f- h y •T'A JRS Pharma LP) 36g^20L^ — 5 

-Y^cnrJ — (0PADRY 03F42069 YELLOW, 0 *7 = ^tfciS^tt) 
^pJ{-=»~ t^^U lfigfcfctH&SCSl 0 5mg©n-f 

(2) lOmgl 
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&iH (C) 6 0 g £«*7Mlf£^^ (ff/Hkffiltftk F&p D p£AEROS I L (3£ 
2 0 0, 0#T:nn^/l4Sfc5£#tfc) 192g^20L^wV^f 

OOg, (JRTgak iSfniSTt't/kPHl 0 1, 

^tt) 7 2 0 g N tKD^v//Pt>t^P^ (fe^Jx F&p^HPC- 

L, B^#a^#tt) 7 2 g &MJtXm&l,fc 0 ^(D^ m*^? 

i 

mmmMv^m (c) ^m-r^>^m.m^mc 0 ^(Drntrnzm^nrnm (6 

0°C) TftJ*flL ^/^/BV^TMiU S^£#fc 0 r £ t> 

^ n^^/W^ C3— h y r>A OwJM. i£jp n p£ Ac-Di-Sol. FMCInternational 
Inc. ) 120g, y-^/Um^TT y /l^ h V & A (?t^J. JRS Pharma LP) 3 
6 g£2 0 L^V^9— $'^-9r— fc-X^Ti8^«, Mt«L, l^fcfc 
DHfi4 0 0mg«J^#/c„ $ ^^^J3— To( ^Jfm-e, ^-TV 
?WL t L"t 1 0 %^"/^ >T >f n — (OPADRY 03F42069 YELLOW, 0 ;£;*7 =7 = 

^*!fe^tfc)-*»ttS:fflv>T, ttflJK: = — ^v^U l «m5t* 4 l 

(3) 10 Omg^ 

(C) 3 1. 4 g £*K7keR<W^ (^MfcB&It^ KpUAEROS i' 
L (SftiStR) 2 0 0. 0 n v^#:i^*±) 4g^lL * ^ih 

— -eiB-g^ £ ibid. &7Ky ^Sbta**/^*.* (®^J, taft-fk^XKIttcS; 

£tfc) 4.0. 1 g, fifMt Ko^^ntVPt^n-^ GB£tf!U ^p h p^ 
L-HPC (LH-2 1), ff^fb^XHtt^tt) 1 0 g, t Ko^^Dt" 
/v-feyna — * ^p b p^HPC-L.. 0 ^Witlfci^tt) 3 g^JHit 

£#fc 0 ^<^it^^fflS^« (6 0°C) -Cft««, a??— S/nSrJBivfSE 

M> i§Jpp£ Ac-Di-Sol,FMC International Inc.) 1 0 g. 7-7;^f7!i;l' 
-7- h y -7 A (ffiJRSL JRS Pharma LP) 1 . 5 g ^U^fe, ttmmxM$£ 1 
^fcfc «9 &f?ft 4 0 0 m g (DmMZ'&fro 
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o 7c o ■ 
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-JKS; (i) 




R 3 R 

i i 

° (I) 

or ^ 

(i) R 1 ^ sS-v^V-v 3 VMt lil^tL 

^tt^ti^^. *;i^^-^S, >^7>f=;^, x/u-^^^S, ^-CONR 
e --C*£ft5S, SO z NR 6 --C:ft$ft5£ N s-nr 6 so 2 -t* 

I*t5c) ; v 3 fi, Tkmrn*. tti^ t L t v ^ 1 1> i v ^ c j _ 6 T^^/u 

t>£V^C 2 _ 6 TyP3r~/l^ tt^S^tLTV>rt iV^Ca^v'^ vTJV 

X t> «£ V * 5 — 1 0 M^T" a7!) — /^S 3= fc ttgikK SrWU-CWTtJ^ 
3-1 0 i^f o i^Hrt^t 5, ) 't?^ 3 ft 5 5 
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tLt^tt «fcv , »C 2 _ 6 T/Hr~/i'^ gm^2r^L-Ci^T& £i^C 2 _ 6 



•w? A 



.W 2 




W 




S3r W L T V *X h <t V ^ C 2 _ 7 T)V =i .dp- 3= fc J35£- C O N V 

di v d2 (^ctf, v di ^o.j:u5v d2 {i, zh^tim&i-XTkmm^&ini-zw 

^S'lr f t T v.^Tl) J: v > c ! _ 6 7 ;v^r/H 5: f ft 1 5 c ) Tf*$^5asSr3K 
_ g ->^7M/H, W&M&^L-X^^Xh «fcV^C 2 _ 7 TvvV'g£;/hfig 



42 



WO 2007/052849 



PCT/JP2006/322514 



r-,a2 




R 



a2 




-fZ> : R a 2 ^ h =¥ ixi, h dr v'l, 1 - fc° o y S^/WS; 1 -' ^ ^ 
4. R 1 ^M^^S^fcf4 2-^ h^i/xf/UffeS, &J&15.Hz.%Zl&<DmM 



££^LTV>T1>«fcv>C l _ e TALI'S, BJ&X3r^rLT^T t> .fcl^C 

6 - 10 7!J-/H, i^^tLt^Tt) iv^5~ 1 0I^rnTy-/H 
*/c(iR^S^r#b-CV^-Ct J:v>3 ~ 1 0 o £§5£&£Ic9fc 

i"5 ; V al2 te, zk ^IIS^ I^II^ttTv^t^>J;v^c 1 _ 6 7/^^/^S, 

ems^^"L-cv^T^ J:vnc 2 _ 6 ta^-=/H, ffl&X3r^L-cv^^ 

C 2 . 6 7/^^S, f^S^LTV^-Cbct^C3_ 8 v/^o7/^/VS, 
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5 — 1 OR^vTV -^S, ffi&S£^rL-T^Tt> J^3~ 1 Ol^fS 

6. R 2 ^>T/S£fcte5£-CONHV a16 V al6 fi. tRMw\ C, 

7. R 2 ^-CONHV j17 (iW, V al7 te. Tk^T". C^eT^^Ht 

8. R 2 ^-CONHV a18 (iS^ V al8 {4, Tk^^K * ^/^mtitzteJ 

9 . Y 1 a$5£ 



R 71 




1 2. R 5 3M^vl^ n:/n fcVl^T'fcS. If 1 {-IE 

13. — ^ (i) x-mztizik&m, h\^<n^(Dmm^m^m : m-^ti^^ 

N- (4 - (6->7/- 7 - (2 h^r^) -4-^r/!J;P) 
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^^-2-7/l/tn7x=^) — N' — (A—y >VJrxi7 U 

N— (2-^n-n — 4 - ((6-^77-7 - (( 1 - 7 ^VW— 4 - fc"^ y 
7 b*-» -4-^rVy^) ^^V) y.^—jv) -N' -^n7 

N— (4— ((6-V-T/-7- (((2R) -3- (S?xf/P7 5/ ) - 

J 

2-t KD^->7nk» — 4. — dp- 7 JJ A") ^=3r^>) :7^=/l7) 

— N' - (4-7/l'tn7x=/V) >7l/T, 

N— (4 — ((6 — -777-7- ((( 2 R) . - 2 ' — t Ko ^r>>- 3 - (1 
-t'nyi?7) :7°n fcVl/) ^i/) -4-^>U^) ^-=ar-» 

— N* - (4-7;^n7x=;l/) 1>U7, 

4 — (3-;nu-4- (v"^ n:/n tVl^T 5 7 ^/UaH^/W) 7 5 7:7:x 

7^v0 -7-y 6 -=^7 y y^^drt^; >\ 

4- (3-^nn-4- (i/^P7nk>757*M^/l') 7577j 
. 7 drv-) - 7 - (2 -7 hdr-» - 6 -^7 y i/^/l^^rl*- 5 F\ 

N6-^^n/nt°;l/-4- ( 3 - ^ o p - 4 - ((.("7^ d 7 p p t>7 5 
7) #A-/J?=/l7) 7^7) ^m7= 3 r-» - 7-7 h^v^-6-^7 JJ 

N.6- (2-7h^7xf;>j - 4 - .( 3 - 9 u n - 4 - (((v-^ta^n 
tVVT5 7) ^/UzfwlT) 7 5 7) 7^7^ri7) -7-7 h=3rv--6-^ 

7 y >-#/M^-?-5 h\. 

N6 - (2-7;^.nif/V) -4-'(3-^ncr-4 - (((i/.^p^n 
fcVW757) #/l^=/l7) 7 5 7) -7^/ '— 7 -7 h=¥v-- 6 
7 y 7;*7/M*>1h5 H\ 

N6-7 N^7-4- (3-^nnr-4 - ( ( (i7^ n :7°n fc°A-7 5: 7 ) # 
yl^^/lT; 757) 7x7^7) -7-7 h^7- 6 - dr7 !J 7*/^^ 

N6-7f/V-4- (3-^op-4- ({(v/^p7ot>75 7) 
tJw^) 7 5 7) 7^7=3ri/) - 7 -7 h=3ri/- 6 -^r7 y 7^7W-^>-y- 

5 F\ 
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N6-xf;V-4- (3-9 aw— 4— ( ( (is? n ~fu \f;VT % J ) TJ/V 
' tfjnAO 75/) - 7 h^iX- 6 -*fy JJ V^/mtf^MJ- 

4- (3 -^A^n- 4 - (v'^o/Dt>7^y*;l/^/l') 7^/7 
^y^fiX) -7 - (2 — * b*ci/^ b^r'>) - 6 y ^tf/mK^MJ-^ 

4- (3-^nc2-4 - (v^ n^n fcf/UT 5. J10)Vif^;v) 7 5/ 7x 
y^f-~» -7- (2 - t Ko^>x Y^r-y) - 6 -^7 JJ i/#/M<3riJ- 5' 

4- (3-^na-4- n 7°n t>7 5 / ^7^^^) 7^/7i 

-7- ((2S) -2, 3 -i/t Kn^->7n fcVW) 
-^7U^;^t5 F\ 

4- (3->nn-4- W5/*/V^) 7 5/7i;^) 
- 7 -X h* : >- 6 -^r7 y Vtj/M^-^ hV 
. 4- (3-^ no- 4- (xf^7 5 y )V) 7^/7i;^i/) 

N6 -y >^r->-4- (3-^nn-4 - ( ( (jx-fjVT 5 / ) i7/l^/K^/P) 

4 - (3-^nin-4- (->^t3^n tVl^T 5 /#A'7j^/V) 7U7x 
y>>0 - 7 - (2 -3i h^zn h^r-» - 6 J V b\ 
4- (4- ((y^a7nt>7vy ) 7 5 / 7 x / dp 

-7- (2-y h^i/xhdf.^) - 6 -df-y U h\ ■ 

N— (2— — 4- ((6 — -ft iVs^-i >V— 7 — y Y*c*S— 4 — 
/y/P) t=fv/) -N' -y^n7°atf;H^I/7, 

N6- (2-t KD^f^xf^) -4 - (3-ycn-4- (((^n7 
a t>7 5 7 ) TJ/V^/W) 757) 7xydr^) -7-n^>-6- 

dry y h\ 

4 - (3-^nn-4 — ( 1 -7°n t°;W7 5 7*;^-/W) 7?/7x/ 

- 7 -y hd^>— 6 -^y y ^tj/i^^u-^ f\ 

4 — (3-^pd-4- (c i s — 2 — yjVjt-v — n^a tf/l^T 5 / 
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N 6-^^/1^- 4- (3-^t3C2-4 - (((i/^n/phVUT,^) ^/l' 
aK^/l') 75 y) 7xydr^) -7- (2 - / h^i/x hdri/) - 6 - 

N6-^f;U-4- (3-^nn-4 — (((xf^7 5/) /IT) 

i 

7^;/) 7xy^y) -7-y y y^;^>t^ H\ 

y^f-v) -7- (2- (4-^/^y y) ^h^» y 

4— A — {1—-7}VJrxi*- s $->VT%;'Zl)Vi$=.jV) 75 y 

N6- ((2R) fF7t Kn-2-7 7=;Mf^) -4- (3-^n 
a- 4- (((^f;V7^) #/l/7tf~7W 7 5/) 7^y^r-» - 7 -y 

. h^r^- 6 -=*y y ^#/i^3ri?-5 k; 
- 7 -y 6 -^y y ^#/w#>-^5 h\ 

4 - (3-7PO-4 - u^n fcVl/7 5 y ) */UaJ?=/l/) 757) 

y7^/dr-» -7- ((2R) - 2 - fc.FPdpv'- 3 - (l.-tTpiJ^/) 

N-6-^f^-4- (3-^iin-4- (((^f^75 7) #^3tf=/U) 
757) 7x7^-» -7- ((2R)'-3-^f;V7 5 7- 2- tK 
n^S^najWfS/) -6-^7Uy^^#>t5 K> 
N6-^f;V-4- (3-^ntJ-4- (((xf^7;7) #7Vztf— jv) 
757) 7^ydrv^) -7- ((2R) -3-^f;k757-2-t K 
P^r^o^^) - 6 -^y y ^/Wtf^rlh 5 h\ 
N 6 — y 'f'JV— 4 — (3-ynu-4- (((7W5/) #/i^=/iy) 
757) ^^y^r^) -7- ((2R) -2-t Fn^y-3- ( 1 - fc° 
ny>?y) 7n?K^y) y ^^77V^^5 h\ 

N6-^f^-4- (3-^nn-4- (((xf;l/7 5 7) U/VvS—jV) 
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7^7) 7x/df^) -7 - ((2R) -2-kFn^i/-3- ( 1 - fc° 

N6-^f^-4- (3 -y n a- 4 - (((^W^) ^/Patf^/lO 
T^7) 7x/^v^) - 7 - ((1 -y^vv- 4-t°-<y v?/W) y 

- 6 -=*-y y ^/i^^i*-^ k\ 

N6-7f/^4- (3-^np-4- (((^^-^T^/) #71^-/17) 

7^;) 7xydr-» -7- ((i -y fvi^-4 -t°^y i?/y) y 

- 6 -^y y ^a^^i^ h\ 

N- (4 - (6 — ^7/ - 7 - ,(2 -7 R3r^) - 4 y /U) 

t^rv'-2-7;l'tP7xn^) -N' -^^P7atVH)l/7, 
.N- (4- (6-^77-7- (3- (4-^*^7) T/n/tf^i/) - 
4-^/!)^) ^^v^^^/iT) -N' - (3- (y ^vP^/ufc^u) 7 

4- (4- V^fxi tf/WT 5: 7) #Atf;~/I/) T^y^xiydf-^) 

-7-7 h^^-6-^/!;^^>t5 F\ 

4- (3 - 7 >V3rn - A - (( 2 -~7 )V^rxi^^-)VT ^ /) ^/l^—A) 
T5:7 7my^-iX) -7-7 h^t/-6-^7 y y*/^>t^ K 
N6 - (2 -3i Y^r^y^.^-fV) -4- ( 3 - y n n - 4 - ( ( (7 f/P7 ^ 
y) T^y) 7x7dry) - 7-7 h^V-6-^7!)^ 

4 — (4- ( 3 - xf K K) - 3 - 7/^o r 7x 7 =Sf y) —7 — 
^ Fm7 !Jy-6-*^>^y V^ Tis-yV (2-^7;if 
A-) T ^ K 

N— (4- (6- (2-iXTy^^/^) jfr/W^^/V— 7 — 7 h^r->— 4 
-^7!i/V) 2 ^^^/l/) -N' - y CI 3/ d tr^ -y 

1/T 
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14. -f&7£ (i) x-mtsthzik&vo. h u< nt(omm^m^nm^ti?>^ 

4- ( 3 — ^ u a - 4 - (v-^n^/d fcVl'T 5: / #^7j?~/l/) 7^/7 

— 7—* h*5/'-6-#yi/y*/l'#*t$ h\ 
4 - (3-^pp-4- (xf-;U7 5'/*/l'#^/l') 7^/7x/^'» 
. -. ; 7-p<'h=^v^^6.-^ry y ^A'aK^-U-S. hV 

N6-^hdr->-4- (3-^dd-4- D7°otVU7^) 
#/Vaf?:=/l/) 75 7) 7x/df'» - 7 -pi h^.V- 6 -^7 V l/JlsVtf 

4- (3-^ an- 4- ^/I^T ^ / 7;/7i7^v') 
— 7—t V^ris— 6—*r/ V > % 5. K 

b^'>-4- (3-^uu-4- (((xf;V7^/) = 
/V)'7t/) 7x/^rv') - 7 6 J V l'jJA'tf*'t$ K 

15. — «5£ (I) T^^Ste^, t>b<tt J &<7)|gig^Wt-fF^$tb5^ 
^fc{±^n^©^^P^)^, 4 - (.3-^oo-4- (v-^ R^p .fcT/KT^ 
/^/M^/W) 7577x/^i/j -7-7 h^v'- 6 -^7 JJ. ^/I'Ttf^f- 

16. — (i) t«$^5ib^, h b< tt^oilis^tt^f^&frsiiu 

l 7. c-kit ^Ra^i4^W-rs4*K* s , 

(1) 4- (4 -7* f^t^7v?y- 1 —4 As* 7- A*) — N — [ 4 - 7 ^f-jV 
-3- [4- ( 3 - k" y vW t°y 5 v 5 ^- 2 -/f/l/7 5 7 ] 
^f^7^ h\ 
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(2) 3-- [(2, 4 — v?^ f^fn^/U- 5 — W/U") ^^-V-^] -2--T 

(3) (Z) -3 - [(2, 4 -S^.^Vl'— 5 - (2-^-^y-l, 2 - v 5 1 
Kn^y — f y'f^^f^) — 1 H — — yp— 3 — f/^) - 

(4) 5- (5 -7;^n - 2 -^"^V- 1 , 2 -i7fc Kp-T >- tV— 3 

l" 

-^.y^^^^W -2, 4-^f;W-lH-t°n-;l/-.3-*;l'*> 

cy K ( 2 - v?rc^r 7 ^^-a-) t 5: K 

(5) N- {2-^nci-4- [(6, 7 - h y- 4 - ^rt / 'J 

^-^iy] -7^^/^} -n' -/otv^yT, 

(6) 1- (4-^'Pn7^!JV) -4-'(4-t°y^Mf^) T^yv? 

(7) N- (2-^Pn-4- [(6, 7 — h 4 -—dp/ y A-) 
drv^] :7^=/W -N' - (5-p<^/U-3 — f y^t/y/l^) 77 l>7\ 

. (8) 4- i(4-77^P- 2 — '^^■/W^' K— /U— 5 — fM ^^vO 

-6-p< h^v^- 7- [3- y iy i -jM :7°t27K3->] ^-7- 
yyy, - 

(9) 6 — [2- (y ^/l/^/^^^-d'/^) 7x^^/1/7 7-^] — 3 — E 

- [2- (fyiyV-2 — < JV) rc^^/u] -O^V— /K , . 

(10) N- (3- h ^ y;V^ru^^/V-A-^nuy=^=^;V) -N' — (4 

- ( 2 - ^ 5V^tj jv t° y i?^—4 — < )V) Jr^-y -7 =c u 

7\ ■ ■ 

(11) [6- [4- [(4 -^)V\f^ *Jls- 1 tf-AA 7x = 
/W] -7H-t°nn [2, 3-d] t°y 5^y-4--f^] - ((R) -1 
-7x^;l/xf;W) 75 

(12) 6- (2, 6 - a u--7^^j\/) -2- (4-7^tn-3- 
pt^v^-y^—^T^ 7) - 8 -^f-/U8ti- t°y K[2, 3 -d] t° y 5: v> 
Is — 7 -st>, 

(13) 6- (2, 6-^pp7i^) - 8 — *?-fV— 2 - (3-^ 
^X^77=^7x=/l/75/) -8H-fc°y K[2, 3-/d/]t°y ?-7'7 
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— 7— 

(14) 4 -[6 h^v— 7- (3 - fc°-<y v 5 ^- 1 — TyU-^nTK^ 
V) ^t^y ^- 4 — 4^1 \?s<?*Jl/- 1 -^7/^^=3r->y y ? Ti/y 
K (4 — T y^n^v^^—^) 7^ K 

. (15) N- (2-^nn-6-/f/V7x^) -2 -[[6 -[4- (2- 
t Kndr^xf-;k) fc'^^v^-l — < - 2 - ^ f/H:° JJ ^ v 5 ^- 4 

Mf^^tbsm, */tfi-ttLP>o*jKfo«j-eft>*. if^ili~i 6<£>ivf*L 

18. c-kit ^f^— i?lfi*fiHfc*^-f 5*MttfS. 4- (4 -^/wtr^ v^- 
1 -xf/U^ ^vu) ,-n- [4-y^vv-3- [4- ( 3 - 1° V iSsu) t° y ^ 

1 9. c-kit *-r— ^mmm^^-r^^n^. k c-kit ffm#T*£>£, 

2 o. is^rn^^, iMfflEiiMtfcs, fi3&gii~i 9<D^i"n^ 

2 1. (a) TIE— ^ (I) X*m&tl & L< ^(DMM^m^^ 

zthzm., ^tM^fh^<^mm^mt c-kit ^umm^^-r^mn 
(b) rta-^ (i) -e&ztizte&yo. his<ii't<Dmm i ¥mznm&ti 
-«5£ (i) 
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R 3 R 4 

° (i) 

J 

O ^ N 

K (i) RMi, a-v^v'-V (S;«t» % v 1 ^ a&^&^rb 

ffifEJti!-?, ^^#n;H, ^^7^^;kl, ^/Mn^/H^ S;-CONR 

6 -T?^^tL?>X, ^;-so 2 NR 6 --e*$ti,^)S, S-NR 6 so 2 -t- 

S^r«*-r^ (5£fV R 6 te, tK^M^n gmg^bT^TtxtV^d- 
6 T/W^A'S* fifSifeS b T V t, «t V > C 3 _ 8 is 2 n T^^/^S 

3r/i^. ffi^^bwr^ £^c 6 _ 10 ry — yi'S, IM^ttt^' 
Tt> ~ l Ol^rnr y — A-S^fcfie^S^^b-Cv^-cb^ 

3~1 0 Mff^rnS^l^nj T**§ll5S^f*t6 



^ i/juM , ff £ ^ b T T t> £ v ^ C 2 _ 7 T # ~ /l'S £ .fc 

|j;it-CONV all V a12 (5£«f % V al M2, 7k^^. S^Sr^bTV^ 

t)J;^C 3 . 8 ^^o7/^i, B^S^r^TbTV^T^ J:v>c 6 _ 10 T y — 

S^Wb-CV^T^ J:V^3~ 1 0*^#^—^n^^^^^-t-§ ; V a 

f Ltv^t t> iv^c 2 _ 6 T/i^— g^S^WbTV^Tt £v^C 2 _ 6 
£^^"b-cv^-c^^v^c 6 _ 10 T y — A^fi&S^bTV^Tt 
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„7 ' ■• . . 



R V 5 * >" 



W 



= FdI v t^S, gifc££^LTV^fc £^C 1 _ 6 T/>=aM<' 
glfe^?r^-L;TV>Tt> iv^Ca-a^^ S^S^r^b-C 

SSr#tXV^t t> «fc v ^ C 2 _ 7 T/v = a?- /i^rvi^S* fc J25£- CONV 
dl V d2 (5£<fu V dl *3j:rj?V d2 tt, ^tb^^^.LTTk^^^/c^S 

c^eT^^/H, H!fe2£«r*rL-cv>-c.t> J:v^c a _yr/i"5r=^a6» 

^*L-CV^-Ct>=tV^C 2 _ 6 T/^^-^/^S, g&^&WL-C^T t £V^C 2 _ 6 
7/v^-;H, g^S£^LTV^T& «tv^C 3 _ 8 v^^ n7/^;H, g& 

1 01atp7!)^S, *Jfe3£Sr^rL"CV^Tt £l^3~ 1 Ol#ffi 
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2 2. R^^d^T/^/H (;fc7c W R'fiC 1 _ 6 7/l' :3 f-^SI:|'t'Cl ,l tt) 
2 3. R 1 *S^^-/l'S*fef4SC 




R 



a2 




R a3 tt^^S^m*i-§ ; R al fi7K*.^^fcfi7fc^^r«* 

-f-5;R a2 tt. h^v'Sx 3Lb3ci/&^ 1 - Ifo y *J=.;vm, 1 — fcV< 
2 4. R^Mf;Htfc«2-^ hdr^^^/P^-e^§/ft^2 1 (ClfBttCO 

s 

2 5. R 2 ^i/ry^^fcf«-coNV a11 v al2 (iS<}\ v a 1 1 tt; *i?f J^T-. 

2 - 6 T^^r^/^m, B*&S£WLT^Tt> £i^C 2 _ 6 7Vi^~^£, B^S 
^tXV>T^<tV>C 3 _ 8 ;/^n7;^l, fi^S^r^" UTV^T & J: V^C 
6 _ 10 7!)-;i/S, f^S^tttv^-Ct J:v^ 5~ l OS^raTU.v^I 

£fcf«&s£Wb-cv^t> £^3 - 1 oi^t^fo^i^ti* 

; v al2 fi % TkSfJK^-, fti^tbtv^'BJ:^c 1 _ 6 7^= 3 E-/^ 
g^S^*Lrv^-Ct J:v^c 2 _ 6 T/^^-^/^Ss fi^S&^L-cv^t) ii^ 

5 — 1 0l^fn7!)-/l/S, fi^S3r^LTV^Tt> <£V^3~ 1 Oi^fS 
2 6. R'^^/it/ttt^-CONHV 316 V al6 fi, TMfJDIC^ 
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2 7. R 2 ^-CONHV' 17 (5£ff. V al7 « % yfcSSJRS^ Cj-jT/^S 

2 8. R 2 M-CONHV a18 V al8 «\ tK^HT-, ^.^V^Ss/titt 

2 9. Y>fl*5£ 
R 71 




3,0. R 3 *5j;rj?R 4 ^7k^JH^-e*>§. fi*JS2 1 l-fEifetD^s/ h„ 

3 2. R 6 iMf^S; ^/V-S*itt±">^n7 p -pfer/l>S'T?*>5. fff*^ 2 1 \Z. 
UWL<P*cy ho 

3 3. — iB&t (i) ^stt^-fk'^*, t> l< &*:(Dmmmw)izf?&&thZ>&.. 

N- (4- (6-777-7- ( 2 - p< h =*r 7^ h 4 7) -4—*/!/ 
^) ^-^v'— 2 —7/^0 — N ' - (4 -7 ;VJrxi~7 ^=-)V) 

•7^7, 

N- (2-^nn-4- ((6— >7/-7- (( 1 -/> ^/W- 4 - t°^< 
y ^ F^fi/) -4-^yy/H 7=.=-?v) -N' -7^n 

N- (4- ((6-777-7- (((2R) -3- (7iW^7) 
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-N' - (4-7/Vtn7i=/W) !7l^T, 

N — (4- ((6-V-T/-7- (((2R) - 2 - fc Kd^->-3- (1 

— N' - (4 - TVl^n iT'o^/l') !>l/7, . 

4 - — 4 - o tVl^T 5 7 /U) T % S-7 

4— (3-7ua-4- (is? n^n .'tVl^T 5 7 >y) 71/7 

^y^riy) -7- (2 -/ h=¥v^ h^vO - 6 - 3r 7 y Vjfr/WaKdf-fl- 1 
H\ - • 

?/) 7^y^'» -7-/ y >- 

N6- (2-/ h dp- S^c'fvl/) -4- (3-^nn-4- (((^o7 
D t°/W7 1 / j 7$/) 7xy^v/) -7-7 h=¥v'-6- 

^/ y >-#^#:>>5 k, ' ■ 

N6- (2 J^y^) -4- (3—#uv — 4— (((is 9 "a 7 
PhViyri/) ^/l^—zlT) 7 5 7) 7^/=^>-) -7-/ 

=*-/ y h\ 

N 6 — / h^f-v-- 4 - (3-^pn-4- (((^n7nt>71/) 
7 5 7) 7x7 - 7 -/ h^V— 6 -=*■/ y ^/M? 

N6-^f^-4- (3-^nn-4- ((('>^n7 p P f^7$ / ) # 
/I^^/I/) 71/) 7x/^7) -7-^ h^rv'- 6-^/ !J 7*/^df 

N6-xf/V-4- (3-^p-4- (((^n7nt>7^/) # 
/I^tJS^/V) 757) 7^7=3rv-) / !)y^> 

t ^; k, 

4- (3 -7/KTE3- 4 - (7^ n7n t°^7 1 / T 5 7 

7x/dp^) -7 - (2 -7 h^ri^ h^iT) - 6 -=¥/ y >'#/V'/tf=^lJ- 
5 F\ 
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4- (3 -? n n - 4 - '(is? v7°u tVVT 5 7 -ft 7^77 
" x/^r^) -7- (2 - fc Kd^x - 6 -=¥7 y is-ttJViS^ 

' % F\ . ■ 

4- (3-^nn — 4- (i/^ P 7°n t>7 5 / 7 ^ J ~7 

^/^ris) -7- ((2S) -2, Ko^v'/ntVP) 
. 6 -4r7 y ^#71^=^5 h\ . 

4 - (3-^pd-4 - (7 ^/I'X^ y^/M?— T^/7^/^-» 

- 7 -7 h*i/~ 6 -3r7 y >'%/l'7$3f-9-* h\ 

4- (3-^n-n-4- (xf/i/7?; 7 % >Vt$=.;V) T % 7 7 =t 7 ^-is) 

- 7 -y h^riy^ 6 -*r/ y ^/M^l^ h\ 

. N6-^ h3rv--4- (3-^nn-4- (((^57l^T5:7) 
^)7?/) 71/^i/) - 7 -7 h=3F-'>- 6 -dr7 y lOfr/M? 5 h\ 

4- (3-^nn-4- (is? n ;/n t°/V-T 5 7 -jb/V^^/V) 7^77 
^;^ri/) - 7- (2 -^-Y^iy^.Y^riy) - 6 y V^/l/^^i^ 5: 

4- (4- ((is? V7°u tVl^T 5 7) #A-7K— /P) 7^77i/^-» 

N- (2— y;v^rx2 — 4- ((6-*/^^/v-7-^ F^->-4- 

^r./y/l-) Jr^-i/) 7 — N' -^^P7ok>7W7 v 

N6- (2-t Kt=r^e^^^^) -4- (3-^Pn-4-.(((^D 
7° p \i°/VT 5; 7 ) #71^—/^) 7v/) - 7 -7 h^ri/- 6 

- dr7 y ^#/ WK'=Sr-t^ h\ 

4- (3-y nn-4- ( 1 -7*u tVl^T ^ 7 #/l^~/l7) 7a7 7x 
7^7) - 7 -7 6 -dr7 y >-^/U^^-^^ h\ 

4 - (3— 7t3t3-4- (c i s-2-7;^n-^n7o 
y^/l/7^n/l/) T5:7 7^7dri/) -7-^ h^7-6-=¥7 'J y*;^ 
dr^$ H\ 

N 6 -tf-iv— 4- (3-7nci-4- (((^^a7PtVP7 5/ ) t> 
T^7) 7^7dr-» -7- (2-7 h*i/^Y*i/) -6- 

dr7 y 
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N6-^f/V-4 - (3-^.nn-4 - (((^f^7^/) 
' 757) '7x/drv') -7-7 y ^#A-7tf3^5 h\ 

4- (3-^-na — 4- (iXi? ; n MtVT 5 7 % /VtS—jV) 7^77 

=cj^r-y) -7- (2 - (4-^e/^y/) ^ch^>» 

4- (3-^nn-4 - ( 2 - 7A^t3 ou^-jvt 5 7 #yM?~,M7) 75 
;7x/^) - 7 -7 h^:>- 6 y >-^7^7j?^-^5 h\ 

N6- ((2R) Th7t Kp-2 -;7^— /^7 ^/L') - 4 - ( 3 — p 
nc3-4- 757) 7;n7 3rv4 -.7- 

7 ^v , -6-#; !)y*;v^>t; F\ 

4- (3-7/l^tr-4- (xf^7 5 7 ^/P/tf^/iT) 75 7 7x7^ 
i/) - 7 -7 h^r >- 6 -df 7 y >-^7^^^-^ 5; K\ 

4- (3-^.nn-4- a^n tVl^7 5 /) #/P/Jwp) 75 

7) ^aiydri/) -7 - ((2R) — 2 — fc Ko+v'-3- (l-fc°czy 
. v?/) ^n/Kdr^) - 6 y >-#yl^^5 h\ 

N 6 -7 f-tv— 4 - (3-^nn-4- (((7 ^/V-7 5 7) jj/lstf—/^) 
7 5 7) 7^7=^:7) -7- ((2R) -3-^xf;V75/-2-t F 

N 6 -7 4 - (3 -> pp-4 - (((^^/UT 5 7) ^/l^—/!/) 

757) 7x7^7) -7- ((2.R) - 3 - i?^?-;VT 5 7 - 2 - t K 
ndr^^a^df-v-) -6-^-7 y >-^^#deif5 K. v 

N6-7f^4-0-^nP-4 - (((7W5 7) #/l^~^) 
757) 7x7^7) -7- ((2R) - 2 - fc Kn =^i7- 3 - ( 1 - fc° 
nyvV) 7n*K^i7) -6-dr7y^/^>t5 K, 

N 6 - 7 4 - (3-7C2P-4 - (( (cn^/W7 ^ 7 ) #/l^^/j7j 

757) 7^7=^) -7- ((2R) -2-tKo^-3- ( 1 - fc° 
ciy^7) 7d7Kdri7) -6-^7!iy^>t5 K 

N 6 - 7 ^vl'— 4 - (3-^nn-4 - (((7 f-fVT 5 7 ) ^/I/TjwiTj 
7 5 7) 7^7 -7- ((1 -7^/W-4 -t'^y 7 F^f'7) 

-6-^7 y ^#A^>-^5 K, 
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N 6-^^/1/- 4- (3-^do-4 - (((xf;l/J> /) ^7^7jf=/l^) 
75/) ^^y^V) -7- ((1 -y^v^-4-fc°-<y * h^cis) 

N — (4- (6-W> — 7- (2-y h^rv-^n b^vO -4-^7 y 
/W) ^"dri/— 2 -^yu^-n ^^n/i^) -N' —>^n^nt°;l'^W7; 

N- (4- C6-iyT/-7- (3- (4-^W^U/) y'nTtfdrv') 
-4-^/y/l^) ^-dr->^^^/l.) -N r - (3- (7 J-;V7,/V^=- ;V) 

4- (4- ((^o7nf^7 5/) /I/) 7;;7i/^» 

• 4- (3 — 4 - ((2 -7/l/^-c3^^/l^T5 /) jfr/l'tf?— 

N6- (2 h^S^^/P) -4- (3-^nn-4- (((y^^T 

5;y) juv-m^jv) T^y) y^/^-u) - 7 -y h^rix- 6 y v 

4- (4- (S-^^vI^Wf K) '— — ^^y^riy) -7 
-y h^riydry y 6 -JJ/lstf^i/V y>7 T'yyY (2-77/x 
^) 7? K 

N- (4- (6- (2-^7 7i^) #/w^^^-7-y 

4-dryy/U-) ^^>-2-:7/l^n:7^~/l/) -N' ->^n7n^ 

MfF^£*L5^ */cfi^:tL^co^^P#>T'fe§, fMt>S2 1 l;ifE*t<7>=3r -y 
ho 

34. — «5t (i) -Q^fh^i^m, t>^<itt<DMm¥mzf>rm-£frz>m.. 

^y ^» - 7 -y h^^y- 6 -^y y h\ 

4 - (3-^bb-4 - (if/PT^/*;^^) T^y^rcy^riy) 
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- 7 -y h^rv-- 6 -df-y ]) h\ 
N6-yh^V-4- (3-^nn-4- (.((^^D7 P DtVl^7? / ) 

;i<j$=-;v) T%y) -7^y^--y) -7-y h^--y- 6 — dp-y y >-#/u#" 

4 - (3-^c3u-4 - (y^vKT5: y#/U/tf— /u) 7 5 y r^y^ix) 

- 7 - / h^^- 6 - ^y y y*/^>t-; K 

N6-y h^r^-4- (3-yon-4- (((if^T?;) 

^)'T5/) y^j^r-y) - 7 -y h#v-- 6 -=3f-y y K 

ho - 

35. (i) -c^$tb5^^, *>l< 'tt-t^mai^fitj^if^.^ttsie, 

, /^;l/^/W) 7 > /7x/^i^) -7-y h^riX- 6 — %y y l/frtViRlr 
*fcte^;fr,k<Z>^i^PW, 4 - (3-ynn-4 - (^^o^dW^ 

y # jv) r^y^^y^ix) - 7 -y 6 — ^y y >-^7/i^/j?^- 

3 7. c-kit ifPfi^ttfc^S^Sta^ 

(1) 4- (4 -y f/nf^7^y- 1 — f/i^y — n- [4 — y^/v- 
-3 - [4- ( 3 - 1° y */>v) tr y — r /wt 5 y ] 7 ^—/ki ^ 

(2) 3- [(2, 4-i^y f;Hfn- /v- 5 --f/v) ^fwy] -2-4 

v k y y >\ 

(3) (Z) -3- [(2, 4-v ? y^l^-5- (2-^-^y-l, 2-S/fc 
KD^>K-^-3-^!)T^f^) - 1 H- fc°n — /U- 3 — ( /U) -7° 
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(4) 5- (.5 2 -^"^y- 1 , 2 — v 5 1 Kn^fy K — 7U— 3 
: — f yfy^f/I^) -2, lH-t°n— /U- 3 

!) Ti/-y K (2-^xf;i/7;;7if^) T 5 F\ 

(5) N- {2-^ud-4- [(6, 7—*J* h 4 - y ^7l^) 
^-^r'>] ^^^W -N' -:/n fcVl^ l>7\ 

(6) l-(4-^DB7=y/) i -4- ( 4 - t° y v?7^ ^/V) 7^7^ 
>\ 

(7) N- {2-^nn-4- [(6, 7-v^ h 4 y 71-) ^* 

dp-v] y^^w --N' - (5-^f;k-3— r y^tyy;i/) ?>7, 

(8) 4- [ ( 4 - 77^ n - 2 - ^ f;K V K-Zl'- 5 - >f ^) ^^r^] 
-.6 h*is- 7 — [3 - (t'ny^y-l-^/U) ^njtf^rv-] 

y >\ 

(9) 6— [2— (ff-jVjjjV/^siJV) 7i- /V7/l^7 T— 7l-] — 3— E 

- [2- (t°y> ? >'-2 — r/uo i7^/v] ^^^y— /K 

. (10) N— ( 3 — h y ^l^n^^yiv— 4 — ^ b n ^^^V) -N' .— (4 

(11) [6- [4- [(4 -^^vl^^v^- 1 — Ol') ^^VKl 

7P] -7H-fc°nn [2, 3-d] t°y ■^v ? ^-4 — f/wj - ((R) - 1 - 

(12) 6- (2, 6-^7on-7x-;l/) -2 - (4— 7^to-3- 
p* ^Vk— 7 * :=./KT 5 /) -8-^^/l-8H-t o y K[2, 3-d]t°y 
-7-;*->\ 

(13) 6- (2, 6-v?^nn7x^;l/) - 8 - p< ^vV— 2 - (3-^^ 

7^X71^7^—7^^31^7^X5:7) -8H-t°y KC2, 3-/d/]ify v^y- 

7 

(14) 4-[6-^ h^rv^-7- ( 3 - t°-< y v> V- 1 -^/P- 7n 4?=^ 
^^^y>--4 — f 71-] t°^^ v 1 ^- 1 -jfr/Watf^S^y Ti/yY 

(4-4 yyvtfici/-? zl=.ju) 7; F 

(1 5) N- (2-^nn-6-7< ^71^:7 m ~7W) - 2 - [ [ 6 - [ 4 - ( 2 - 
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3 8. c-kit ifPisett^-rs^fc^ 4- u-^/nf^s^- 



1 -^/V;rf^vV) -N- [4-^^-/1^-3- [4- (3-t'U^) fc° U 5 



3 9.. c-kit 3^- ■tfpJ.SFSttSr^rfSWStdS; #l c-kit 

ff3fc*g2 1 ~3 6<D^-Ttlfr— *SL\Z&WL<D*t- ho 

4 0. ^y 'f>^ jiMffl^ybtfcS, 1***12 1~3 9<DV^*t^— JSfc: 

faftco^riy ho 

4 1. (I) T^^nSfb^, t> L< ^(Dmm^&JfcWf&ZfrZ^ 

^tci-ittih^mm^m^^x^^mmt, c-kit 4-*-—- ^pw^ttsrw 

(I) 



K (I) RMt ^-V^V^V 3 (5£* N V'lt I^S^tL 

fiftftJUiC^ ^/l^^f Xyl/^n;H, 5^-CONR 

6 --«£*L5^ S-S0 2 NR 6 -T"S$tl5S, S-NR 6 S0 2 -t 

6 T ^ /^S * fc fit W&M Sr L T v ^ T t> «t V * C 3 _ 8 */ 9 n T /u *?v^ £r 




(i) 
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3~i oM^^—xa^^s^^e^i-^j x*m£thz>m&MM-tz> 



S^tLtvxfcj;v>c 6 _ 10 7!)-^S,ttS^Ltv^tJ:v^5 
1 Ol^rn7y-^S, g^^^WLTV^k £V^3~ 1 oi#m 
^^ngjtiS^ tKS£S> tM^tLTVXtJ:v^c 1 _ 6 7^3dri/M 



r,7 



r,\" 



W 1 




R 



R 8 ^. r 



W 2 
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' S£r^TLT^Tt> £i^C 2 _ 7 T/i^^^#/i^=/i^£,m^-coNV 
dl v d2 (5£cf\ v dl *5J:U«v d2 fi, ^tL^^Sru-CTK^.^-^ytfim 

t Ltv-r 1) i v^c 2 .. 6 T/v-^-^/wS 4 flMfe£*WLTv^Tt>J;-v*c 2 _ 6 

4 3. R 1 £M ^vl^£ fiiC 




(5£*. R a3 fi^:fvi-S£ic9fc-r<5 ; R al fi7K*^*7ttt7k^S^E* 
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4 4. R 1 ^^/!^ 3; fete 2 h ^v^^A^Xfc-SK lt^^4 1 ^I5tt^ 
4 5. R 2 ^>T/*£7tte5£-CONV a11 V al2 V 8 1 1 {2, TkPlf 

a^S^r^rb-cv^T^ iV^C^eT^^/H, g^^&WL-cv^k £v^c 

2 _ 6 TA^~A-S. gmS£WbTV^t> J^C^eT/^-A-S. g&S 

i 

W$k m & b X v n r ^ v * c 2 _ 6 T / 1/ >r =■ tv^ . S & S £r b X v > x t J: v * 

5~ 1 Ofl^^cT y — sum, ff^S&^LTV^-Ck £V^3~ 1 OMM 

:S£;ft5XXfc6, ft^4 1 ^fEgc^y h G . . 
4 6. R 2 ^ / II fc li C O N H V a 1 6 '(S^ , V al6 fi, TkfJfJK^ 

4 7. R 2 ^-CONHV aI7 (5£4\ V al7 fi, Tk^fJDK^ C^^^^S 

3:7cteC 1 _ 6 7^2= ) r^S$rfit5 0 ) -e^^tiSST'fcS. ISM41 
f-ffiicOdriy ho 

4 8. R 2 M-CONHV 118 V al8 (i, TkMCT-, * ^sU^tcfe 

^ h^-i/*^M*-f-5o) 1*^314 1 Ml2*t<7)df ho 
4 9 . Y 1 ^^: 

,71 

X 
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5 2. R 5 tf$7fvl^ ^^/i^S^fcte^ n :7u fcVl^^£><5, W*S4 1l: 
|Sgc(75=3r^ ho 

5 3. — jK5t (I) ■eaS^ttS'fk^, t>U< tt-t^S^l-fF^^HS^ 

. N- (4- (6 -^77-7- (2 -7 h ^r~>^ -4-dr/y 
7V) .^-df-->— 2 — ~7>V3rxi ~7*.~;V) — N' - (4-7;Pto7i^) 



N- (2->nn-4- ( ( 6 - iXT 7 - 7 - ( ( 1 - 7 ^vl'- 4 - 

y -^/v) 7 h =^» — 4 - 7 y AO Hr^ 9 S) — n' -v^n 

N — (4- ((6-^77-7- (((2R) -3- (^ifA-T?/) 
— N' - (4-7^tB7i^) f>l^T. 

J 



N— (4 - ((6 - i/77 - 7 '- (((2R) - 2-t KndF->— 3— (1 

-N' - (4-7;i'tn7x=;v) J7V7, 

4- (3 — ^nn — 4- (v/^D7 , Pt°/V7 5 7^#=/l') 7^77 
x7^r-» -7-7 h^>- 6-^7!J ^#/M^lJ-5 h\ 

4 - (3-7PP-4- (^n7°ntf/P7?7^^^) 7^77 
x7^» -7- (2-^ h^^xh^V) - 6 -3r7 y 

h\ 

N6-^n7 P Pt>-4- (3-^E3C2-4- (((^n7*o^V7 

5 7) 757) -7-7 h^r^-6-^7U> 
7J/V-^>-^5: h\ 
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N6- (2-y b^-^^-^/U) -4 - (3-^ncz-4- (((i/WZ? 
ntVl^T^y) 3};Vt$=.jV) 7^/) - 7 — y b*is— 6 - 

N6- (2 -^/l^nrn'^/i/) -4- (3-ynn-4- (((v-^n:/ 
ntVl^T^/) ^/U/tf^vl') 7^/) ^ydrvO - 7 -y hdri/- 6 - 

N6-yhdr^-4- (3-^nn-4- (((-^ n/n f^7^ / ) 
T 5 /) - 7 -y hdrV- 6 -d^y y >-#/M? 

N6-^f;^4- (3-^po-4- (((^P7 B PtVP7?7) Jf7 
7-;/) -7x/^» - 7 -y h^v-- 6 -dr/ II ^^/U^^r 

N 6 -xf ^- 4 - (3— — 4— (((i/^n7at>7?/) * 

x^y) - 7 -y h=¥v-- 6 -dp-y y ^^/waK^p- 

4- (3— — 4— (y ^ n t>7 5 ^ ^/l/^'-^) T^y 

7x/^y) - 7 - '(2 -y h^iX^i hdr^) - 6 -dry y 

4- ( 3 - ^ a n - 4 - o / o tf;>7 5 / T % J ~7 

zc/^ti/') -7- (2-t Kn^f^h^i/) -6-^ / !) ^/V^t 

i 

4- (3-^op.-4- (^o/nw^;*;^^) t%;~7 

x/^y) -7- ((2S) -2, 3-v?t Kndfy7nt» t^y- 
6 -^y y ^%/U7$3cy-^ b\ 
4 - (3-7PO-4 - (yf^7^ y ^/Ujtf— /U) 7-;/7x/^-» 

- 7 -y 6 -^y y i^/M?^* h\ 

4 - (3-ypo-4 - (if;P7^/*;^=;l') 7^/7x/^y) 

- 7 -y hdr->- 6 -dry y A-zKdr^ 5; b\ 

N6-y hdr->-4- ( 3 _ ^ p n - 4 - (((if/V7?/) 
MT\y) - 7-y hdr^- 6 -dry y >-^7/P7j?dr-^^ H\ 
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4- (3.-^pp-4- (^o/otVl/7^/*M'^) 7^/7 
^y^v-) -7- (2 h^f-v^ h=3r-» - 6 V V;fr/M?3MJ- $ 

H\ 

4- (4- ((v-y n^C3 tVPT 5: / ) T5:y^^7drv') 
-7- (2-^ h^rv'xFdri/) -6-^/!)y«^t;K, 

N- (2 -ITVl^n - 4 - ((6 -^;W^/f^- 7 -y h^v-- 4 - 
^yy/l^) ^-^-v^) 37:^/17) -N' -^D/n^7^7, 

N6- (2-t K d ^ ^-/u-) -4- (3_^ na _ 4 _ 

\£)vt 5: y ) r^y) 7x/^y) -7-n^>-6 

. 4- (3-^ do -4- < < \-'?xi\?jVT ^ J tl )VT$=.)V) T%/-7*- 

ydr-» - 7 -y h^r^- 6 -=^y y f\ 

4- (3-^un-4- (c i s-2-7/Vtn-^^D/nt>75; 
/ % ;l>tf=. T 5 S:7 W^v') - 7 - y h *r.is- 6 - df- y V l/JJ/Vtf 

T^y) 7^/3c*s) -7- - 6 - 

N6-^f^-4 - (3-^pp-4 - (((xf;i,7^ y) ^/P/K^yP) 
4 - (3 — yncr-4- (v/^ n 7° n f^7 5 7 T%jy 

^ydf-v-) —7— (2- (4-^yy) -6-^ryy^^ 

4- (3-ynn-4- ( 2 - 7;l^toxf ^7 ^ / 7 5; 

y ^^y ^rv^) - 7 - y h^y- 6 - ^y y k> 

N6- ((2R) 7h7tKP-2-77=^f/l') -4- (3-y 
nu-4- (((7tf^7 5/ ) T^y) 7iy^i/) -7- 

y f^y- 6 -dry y h\ 

4- (3— — 4 — (^i^/VT 5: y ^/l^—yP) 7577x7^ 
— 7 — y h^i/— 6 —dpy y /Uy$3r-$- 5 h\ 
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4- (3-^pb-4- (((^^Dynt>7-;/) %;V-£~/V) 7^ 
7) ^ydr^) -7- ((2R) -2-tKD^i/-3- (l-tfny 

N6-^f^-4 - (3-^pn-4 - (((^^7 5/ ) /l/j 
T5y) 7i;^) -7- ((2 R) - 3 -S?x f/UT 5 / - 2 - b K 
cr ^v^^ p t3/Jfdr-» - 6 -d^y y >-#/M?dr1*-5 h\ 

N6-^f;l^-4 - (3-^nu-4- (((xW^)*;^^) 
T^y) :7^/dr>0 -7- ((2R) -3-^xf;l,7U-2-t F 
Pdrv^n/Kdrv*) - 6 U y*;l/*>f 5 K, 

N 6-/^-4- (3-^nn-4- (((^f^75 7) 
7-;/) 7x/ dri/) - 7 - ((2 R) - 2 - t Kc?dp->- 3 - ( 1 - fc° 
p!)^;) ^a/K^rv/) - 6 - dr y y i/#/M?drlJ- * h\ 

N6-^f;U-4 - (3-^nn-4- (((i^;i/7^/) #/Utf;=/I/) 
75/) 7x/dr-y) -7- ((2R) -2- t -Kn^>- 3 - -(l.-f 
7p^^)' l)y*/^>t? K\ 

N6-^f^-4- (3-^nn-4- #/L-7jwl/) 

7 57) ^^y 3^)' - 7 - ((i -7^-4- t°^y > h^y) 

N 6 — 7 ^-JV— 4 — (3-^on-4 - ■(((if/V7 5/ ) ^/I^tf^/lT) 

75/) 7i;^» -7- (d-/f^-4-^y^) / h^y) 

- 6 -^y y =^17-5 h\ 

N- (4 - (6-^7/- 7 - (2.-7 h^i^ h^s/) - 4-df-y U 
)V) ^-dr->- 2 — 7xn/k) — N' -7^ n/o t°^7 ^7, 

N- (4- (6-77Z-7- (3- (4-^M!)/) ^n/tfdrv-) 
-4-dryy/P) ^-dr^^^-/^) — N' - (3- (7 ^Vl^/l^—zl^) 
7x=;k) |>l/7, 

4- (4- ((y^n7ntVl/7 5/ ) ^/^—/l/) 75/7x/^y) 
-7-7 h^V- 6 -^y y >-#/M?drlJ- 5 h\ 

4- (3-37/1^0 — 4- ((2-7;i/tnxW5/) jfr/Vatf^/lO 
75/7x/^y) -7-7 hdrV- 6 -dry y ^^/Wzjf d^ 5 h\ 
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N6- (.2 —31 Y^^yaL^tV) -4- (3 — 9 u n-4 - (((y^vWT 

' ^y) /u) r^y) -7^s*t*/) - 7 -y h^->- 6 v > 

4- (4- (3 -rc^vl^ K) -3-7/^0-^7^7^^) -7 
-y h^rv^/ y ^- 6 -^/M^ixy y? Ti/y K (2-->T/,3i 

N- (4- (6- (2->7;xf^) #/W^>f /V- 7 -y h3r^- 
4— df-yy/W t.^'>-2-7;^P7i^) — N' - y n :/ n tyi^ 

4- (3-^nn-4- (^^O7°ot>7^y^^*-;l') 7v77 
x/dry) - 7 -y h^v/- 6 -^y y >->y^dF-iJ-$ H\ 

4- (3-^nn — 4- (xf;l/7-; /^/l'^) 7^7xy^i/) 

N6-yh^->--4- (3-^nn-4- (((v/^n^ntVl/7^/) 
^/I^n/l/) 7 5/ ) 7^y ^F-.5>) - 7 -y h^riy- 6 V isjj^yS 

4 - (3-ynn-4 - (y ^vl/T 5 y #/^7j^/l/) 7$/7x/^^) 

-7-y h^v-- 6 -^y y > t> surf;*- k 

N6-y (3-yc2d-4- (((if;V7; /) 

>v) r ^ y) ^^y dfi/) - 7-y */— 6 -^y y ^/p^dfi^ k 
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55. — (i) -cmztizfc&to, i>i,<tz : t<Dmm¥#)\z.if?&£ti&&.. 

^fctt-ttLex^afjKfPtfei^ 4- (3-^ no'- 4- (v/^n/n^;l/7 5 
5 6. — (I) X*m£tiZik&Vo, t> b< «^:<^^S^(c:rF^$n?)^ 

y # /i^^u) t 5: y ^^y ^» - 7-y h^y- 6 -=^y y ^yv^^r 

5 7. c-kit ifpj.^f§tt?r^r-rs^M^x 

(1) 4- (4-^f^t^7^y-i — ov-y^/W — n— [4-y^ 
^- 3 - [4 - (3 - t°y vvw) try $ v 5 ^- 2 -^r yur 5 y ] y^=.;V\ 

(2) 3- [(2, 4 -v>y ^vL-fc°u — /I— 5 -<<yV) y^l^] -2- 

. ^ ku y ^ . 

(3) (Z) -3 - [(2, 4-v ; y^^-5- (2-^-=3ry-l, 2 - v 5 
t Kn^fy K— yl^- 3 y-r>-y ^vv) - 1 H- t°n— yw- 3 — < ?v) 

(4) 5- (5 — - 2 — ^"dp-y- 1 , 

3 -^r y ^vio - 2, 4-v f y^u- 1 H-t c n— ^-3 -^yM? 

(5) N- {2-yc2d-4 - [(6,.7-v^y h * */— 4 - V ~ 
yW) ^df.-V] 7 a =71^ -N' -^tatf/U^V'T, 

(6) l- (4-ynnr^yy) -4- (4 -try vvi^y ^vw) 

(7) N- {2-yna-4- [(6, 1 — V 4 - V 

^-drv'] -n' - (5-y^/v- 3 ->r y^t , /y^) 

(8) 4- [(4-7^tn - 2 - ^ W V K-ZV- 5 - 'f />) ^^vO 
- 6 -y h^y- 7 - [3 - (tf o y 5?^- 1 /V) ^n/Jf^iy] =*r^ 

y y v. 
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(9) 6—. [2— (^^-A^^J/W^^/V) 7x=/M^77-^] — 3 — 
E- [2- (t°y v^- 2 -^T/V-) ^ 

(10) N— ( 3 — h y ^/l^o ^ tTvl"— 4~^PD7i ^/V) — N' -(4 

- (2 - ^f/U*;W^-i';l/h 0 y 4 — f/W ^*^r =^=-JV) V U 

7\ • 

(1 1) [6- [4- [(4 —^^fVM^^y^- 1 — f/W) ^^P] 7x 
—/V] -7H-t'cicz [2, 3-d] t°y * v?^- 4 - ((R) - 

(12) 6- (2, 6 -v 5 ^ n a -7^-/1/) -2- (4-:7/l^n-3 
-^f/l/-7x- yl/T-^ 7) -8-^^U8H-t°y K[2, 3-d]fc°y^ 
• v^- 7 

(13) 6- (2, 6 -v^na:7^— /I/) -8-^/1^-2- (3-^ 
^}V^jV7 T ^^7 ^ — 5: 7 ) — 8 H— tr° V K [ 2 , 3 -/d/] t° y 5; v 5 
is — 7 -Jri/^ 

(14) 4 -[6 h>v-- 7 - (3 - t°^y *Jls- 1 -4>V- .7"H3K 
(4-^7*0^^7^— /l7) T^R 

(1 5) N- (2-^on-6-^f/k7x^) - 2 - [ [ 6 - [ 4 - (2 

— fc Ka^fi/xf/l/) fc°-<^v^- 1 --Ol/J- 2 -^^/l^t°y ^ — 

5 8. c-kit if pi^ttSr^ri-S^StiS, 4- ( 4 - ^ ^A- fcV*9 

l-^/w^^/v) -N- [4-^^/1^-3- [4- (3-t°y^) t°y * 

i/>--2 — f/V-T^y] 7rn=/H -O-if^T^ h\ t>b<fi^r©^S^W 
^HF^^tlSm. ^7htt^:tl^<7)^fq^)7rfoS. lt*^4 1-5 6<Dl>-f 

5 9. c-kit nm.^fe&*&-tz>ydW&. #c c-kit *-r— tf^-efes. 
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6 0. *y tiSt&tiim** st3fc^4 1~5 9 ©V»TtL**— 

6 1 . c-kit ^^-ifP£*^tt^i-S#JK<bl^B#^/cfiSiJV^^(ciS^$n 

z-t&ftmt-fz. —uses* a) ti^ti^M, t> l< te^ms^ 

— (i) . 

R 3 R 4 

° o 

O' ^ 

[S; (I) R Mis sfc-V^V'-V 3 (5^. v' 1 **.' ^ru 

^HHfC^- , ^/l/jj^^/US, ^A-tJ^A^ S;-conr 

6 --^*$n-5^. ^-S0 2 NR 6 -tt^5i, 5£-NR 6 S 0 2 -7? 

3-1 Olffli^rni^S^fftf^J -C*£*l5£*rjK!ft-f*S 



R 2 te\ ->7/l, fllifeSSrWLrv^Tfc J:V^C 1 _ a T/l'3'ap-'>S, 
lK-CONV ,u V s12 v all {i. 7K*i^^-, g^K^^TLTV> 
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/I'M. fi^S^^TLTV^Ttj £V^5~ 1 OM^T^T U — ^X^fcfig^ 
UT V >T t £ V ^ C 2 _ 6 Tjv>t=. sum, ' e&*£r^r It V >T h X V ^ C 2 _ 6 

fc V ^ t> J; V.^ C 3 _ 8 is ? n TJV n ^ ^£1^-^ 6 0 ) "C 



R 



R 8 ^ 




,8 



w 2 



w 1 




7/1, = 7-;/E gm*S:^"L-CV^-C^ J;V^C 1 _ 6 T/^= 3 ^y^ 

L fi*&K£iirL-CV^-Ct><£^C3_ 8 -^ n 7^dr^S, I^S^ttt 
V^Tt> ctV^Cj.^^ndr;/^ fii&S&^LTV^Tt J;V^C 1 _ 6 T/^:^f- 
S L T V > T t> «t V > C 2 - 7 T = dp V # # = /l^S * /c - C O N V 

di v d2 v di *5j;u?v d2 tt, ^n^nm&L-XTkmm^tc.i-£w 

l^tLTV^ 1 bj:v^C 2 _ 6 7;^^S,f^SI:tLTV>-Ctctv^C3 
_ 8 i/^n7;^;H^ LTWCfc J:v*C 2 _ 7 T vvi'SSfcJig 



74 



WO 2007/052849 



PCT/JP2006/322514 



6 2. R'^C^gT/^/H (fcfcU R 1 fiC x _ 6 T/I^^r/P-^^^r LTV^T t> 
6 3. R^M^/^^Ttfi^; 

,a2 



R 



a3. 




R' 




,a2 




6 4. R^Mf/^fc[j:2-^ h 3^ v^^/i^-Cfe<5 , tt^^6 1 ^fSgcCD 
6 5. R 2 ^^7yStfciiS-CONV all V° 12 (^^.. V a 1 1 te\ tRMHK 

g&S£r#LTv^t> iv^c^eT/^/H, g^S3r^L-c^-c*> J^c 
2 _ 6 7^^;H, fj^l^ttTv^t) J^c^eTA^—/^, W&M 

6 _ 10 ry— e^S^r^Tb-CV^-rt) J:v^5~l 01^70 7!)-;^ 
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6 6. R 2 ^v/7/S^fcii^-CONHV a16 (st^K V al6 fi, 7kMl^\ 
C^eT^dr/^S. C 3 _ 8 i/^ cTA^/l^, C j _ 6 T/l^ fcfi C 3 

6 7. R 2 M-CONHV a17 V al7 fi, ^C^I^T-, C,_ 6 T^dr/^ 

6 8. R 2 ^-CONHV !l8 V al8 J3, 7K3jt>D!C^ ;>< f /l^X l£ fete 
6 9. 

i71 




7 0. R 3 *i j;U ? R 4 ^ 7 K^?--e$>6, 1*^6 1 (^FB^co|S^*a^ 0 

7 2. R 5 tfMf/I^ if ;H4fcfi'>^ o/n lf/HT?fc5, ffsfcrf 6 1 Id 
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73. — j&a; (i) -z&zthz>tt&m. 5 bt<ii^oii^(^t^ti5fi, 

N- (4 - (6->77- 7 - (2 -y h*i/^ h^vO - 4 - =>ry y 
/i^) tf-^S'— 2 — TVl^n 7x^/W) -N' - (4-7^tP7x=;l') 

N- ('2-^13 n- 4- ((6-^7/-7- (( 1 - y f-;V- 4 - 
y y b^rix) -4-=¥/y /W) Hr^s) ~7 *-~>V) -N' -v^n 

N- (4- ((6-V-T/-7- ((.(2R) -3- (i^iW^) 

— 2 — te Ktas^V^n tf/W) ^- d r-» -4-^7!)^) ^^V) 
-N' - (4-7A'tB7ic;l') !>l/7, 

N— (4- ((6-^77-7- (((2R) -2-t Kn^>-3- (1 

— H°u})i?/) 7o tVl/) ^"dr-» - 4 -dry y /W) 't^rv') 7x^;l^) 
-N' - (4-7Mn7x^;V) S^T, 

4- (3— yncr-4- (f^ n -fvi '\£jVT % J fj;VH^=.jiV) 7,^7 7 

*.y^v) - 7 -y h^v-- 6 -^y y ^/w-stf^f-s h\ 

x7^y) - 7- (2-y h^v^ b^vO -6-%;y y^w^ 

N6-v , 7n7n fcf/V— 4 — (3-^nn — 4- (((y^n7nt>7 

5y) 7 5 7 ) 7x7 - 7 -y h*c->- 6 y >- 

N6- (2-^ h^^xf;u) -4- ( 3 - y u u - 4 - (((^D7° 
atVl^T5:y) jft/Wrfwl') 757) 7^y^r-» -7-^f^>-6- 

y y i/jjjvi$3cy- % y\ 

N6- (2-7^tPxf;v) -4- (3-^nn-4- (((^n7* 

utviyr^y) ^/i^—zi') 757) :7^y=^» -7-n^>-6- 
^y y ^ % frisky- % h\ 

N6-yh^->-4- (3-y na-4- (((y^n7alf;l/7 5/ ) 
757) 7x/^) - 7 -y h^rv'- 6 V V#/WJ? 
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N6-^f^-4- (3-^bb-4- ('((^^ B ^ B tVVT 5 7) # 

/VtK^/w) r^y) 7*;*'» -7-7- t^is— 6 -=*v y v^m?^ 

N6-xf;i/-4- (3-^pa-4- (((^n7°n.fc>7^) # 
T$y) .7^7 3^) -7-^ h 57- 6 - * 7 y Isjjfrtf* 

■y- 5 h\ 

4- (3 -znvOrv- 4 - (i^ n7°n tVl^T 5 7 ^yujj?— /W) 75 7 
7^7^57) -7.- (2-^^7xKi/) - 6 yV#/M?3r1J- 

5 h\ . 

. 4- (3— ^ncr-4- (i/^ n t>T 5 7 7577 

^7=^:7) -7- (2-t Ko^^h^) -6-^7!;^/^^ 

" K 

4— (3-^un-4- ( ; >^P7"n^7i7*^=/V) 7577 
. ^^rvO -7- ((2'S) -2, Kn^r^7Dt» ^-"7- 

6-dr7y^;^t5 K, 

4- (3-^ on^4- (7f^757i/;^^) 7577x7^^) 
- 7-7 h^v'-6-^7y7*;l/*>t5 K 

4— (3-700-4 - '(xf;l/7 5 7 tf/Ptf^/l') T 5 7 7^7 ^vO 
• - 7 -7 h3^7- 6 -3-7 y h\ 

N6-^f^7-4- (3-^nn-4- (((xf;k7 5 7) 
/W)75 7) 7^7=*i7) -7-7 h * 6 — dp- / y ^#^7^1?- 5 K. 

4 - (3 -y pp-4- (i/^ n t>7 5 7 7577 
^7=^^) -7- (2 Y*i/zc h^-» -6-^7 !)^/^>t5 
h\ 

4- (4- ((^n7Pt>7 5 7) ^/i/tfwiT) 75 77x7^) 
-7- (2-n^>xf>^» - 6 -^f-7 y ^^/W-^^r-y-5 K\ 

N- (2 -7/l^n - 4 - ((6-*;W/l^-7-^h^7-4- 
df-7!)^) -7 ol=-)V) — N ' -v'^ dT'a fcVl'? l>7\ 

N6- -4- (3-^nn-4- (((^o 
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7 n 1^1775 7) %;Vi$~;V) 757) 7x/#v^) -7 -7 h*ci/-6 

4- (3 — — ( 1 -7n \£tVT 5 7 j3jVi£=.}V) 7 5 7 7* 

-7-7 b*i/—6 V ^#7i^3r1h5 K\ 
4- (3 — ^na-4 - (c i s — 2 — 7 n — i/Jr uzfn fc°/U7.5 

^5 F\ 

N6-^f/V-4- (3-^nn-4- (((^^D^nfc>7^y) # 
>V) 7 5/) 7*7 :3 ev') -7- (2-7 h 3r h ^ v-). -6- 

=¥7 y >-#a^>ij-5 h\ 

. N6— *=f-jV-A - (3-fnn-4 - (((if /i/7^ / ) #/i^=/i7) 
7 57) 7*7=¥>') -7-^ h^7-6-^-y Uy*;^>t5 H\ 

4- (3 — ^ a in- 4 - (i7^ d7t3 tVl^7 5 S jr/lstf—M 7577 
*7#i7) -7- (2- (4-^*!)7) i h.dr-» -6-dr7y>-;*7 

4- (3-7nn-4— ( 2 - 7^tnif;V7 5 7 #/M?=. /W) 7 5 

/7i/^» - 7 - y h=^-> - 6 - !) y*;i/*>t 5 K, 

N6- ((2R) 7h7tKP-2.-77'Wf;l') - 4 - (3-7 
a a- 4- (((7^/P7 5 7) 7 5 7) 7x7^7) -7- 

■ 7 h^i/- 6 -=¥7 y ^#/^^-y;5 K\ 

4- (3-7/l^n-4- (if;P7 5/*;^^) 7 5 / 7i/^r 

- 7-y h^>:-6-^/!Jy*/^f n\ 

4- (3-^00-4— (((77n7°DtVP75/) ^/U-tJ^/W) 7 5 
7) 7*7=^^) -7- ((2R) -2-t Kn^ri/-3- (1-t'nU 

v?7) 7d^^ix) -6-^/l)y*;^t5K, 

N6-^f;i/-4- (3-70D-4 - (((7^/1^7 5 7) #/I^=/l7) 
757) 7 = -7- ((2R) - 3 - -J^;VT 5 7 - 2 - t K 

N 6 -7^/^-4- (3-7nn-4 - (((xf/l/7 5 7) ^/Htf^/lO 
7 5 7) 7*7dri7) -7- ((2R) - 3 - jVT 5 7 - 2 - t K 
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N6-^f^-4 - (3-^on-4 - (((^W^y) #,M^^VU) 
7?;) 7^ydr-» -7- ((2R) -2-tKn^v/-3- ( 1 - fc° 
ny^7) -'6 -=^y y ^^/l/^dri^-^ H\ 

N 6 — y 4 - (3-^nn — 4 — '(((if^Tiy) $>,v^=-;V) 

T^y) -7^S*cU) -7- ((2R) -2-tKa^y-3- ( 1 - fc° 

ciyi/y) ^n^?dr->) - 6 -^y y k, 

N6-^f^-4 - (3-^nn-4 - (((^f ^7? / ) #/Us$~/U) 
T^y) -y^J^.'y) -7- (( 1 4 - t°-<y y h*^) 

- 6 -dry y ^/i^d--?-^ k % 

. N6-^f/V-4- (3-^cra-4- (((cc^/WT^y) ^/V^^/V) 

rs:y) 7^y.dr-» -7- ((1 -y ^vw-4 -t°^y y h^^) 

- 6 -^y y i/^/k/tf^lf ^ h\ 

N- (4 - (6 -v-Ty - 7 - (2 - y h=*rv-^ bdr->0 - 4 - ^y y 
/I^) ^-dri/- 2 -7^P7x= -N' o/ntVl") V7, 

N- (4- (6— 'STJ-1- (3- (4-^*1)/) 7 P n/js>-y) 
-4-dryy/i/) ^^-^-^-/i^) ^N' — (3- (y ^/l^/l^ — >\s) 

4- (4- ((^n^nt^^;) ^/P/tf^/P) T^y^^ydriy) 

4— (3-7/1^^-0-4- ((2-7^'tnxf;l/75/) Jj;V7$~;V) 
T \ - 7 -y hdr~>- 6 -dry y ^^/1//Kdri^ 5: h\ 

N6- (2 hdr-^m^I/) -4 - (3-^nn-4- (((y^/U-T 

5y) r^y) ^^ydr-» -7-y 

#/W-/Kdr1^ H\ 

4- (4- ( 3 —^^jVt? K) - 3 -7/^cr-^jiy dr-» -7 

-y hdriydry y ^- 6 -^7/^drv-y Ti/-y K (2-->ry^ 

^Vl") 7^ K 

N- (4- (6- (2-y7yif^) ^/I^^E-Y/V- 7 -y hdrv-- 
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4 — 3r / ]) JV) ^r^r^y— 1—-7 jV-^xiy 3L^?V) -N' —1/9xx-?xl\£jV 

74. — (I) r**^ii5fb^ v t> L< (i-^rW^S^^^fF^^ti,?)^. 

4- (3-^nn — 4- (v^ tf^n fcVW-T 5: 7 tf/Wsj? T ^ y !7 

x/^-» - 7 -y h^rV- 6 -3f-y y h\ 

4- (3-^c?a — 4- (xf;k7^/^;^^) 7 57 7x7^) 

N6-^ N^i/-4- (3->pp-4- (((^a^PtVl/7? / ) 
4-(3-^nn-4 - (^f;V7?7*;^^) 7 5'/7s/>'» 

- 7 -y hdrv"- 6 -^y y >-^^/K=^f-5: K 

N6-y h=^v'-4- (3-^pp-4- (((^^u-T^y) ^A-tf: — ' 

/b-) r 5 y) 7x/^-» - 7 - y h^y- 6 -^y y ^tja-zJO-^ k 

75. — ^ (i) -e^ £ *t 5 fc-g-ifex b< \tt<Dmmm&)fcWfm£nz>&.. 

tlb<Dt&fflfQtb1>K 4- (3-y na-4- (i/^n7°ntVk7^ 
/ Tj/WtfJ^l/) 7$y 7x7^-» - 7 -y hdrv'- 6 -^r7 y ^^/^^ 

7 6. — ^ (I) t> b< ^omS^i-fF^^S^ 

*fcf«n?5<D^^P#l^ N 4- (3-ync2-4 - (v'7n7°ntVl/7 5; 

y tj/^^/v-) r ^ /7iy^) - 7 - y 6 -^y y ^x/urt* 
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7 7 . c-kit 4^— ^ffl*?£te«:*P*-5*Mias, 

(1) 4- (4 - ^f/H: 0 ^7^- 1 ->f /Vpt^/V) -N- [4 — ^^vl' 

-3 - [4- ( 3 - 1° y vvi;) t°y 5: v 5 ^- 2 -^/w-t 5: y ] 7i^] ^< 

(2) 3-" [(2, - — A— 5 — f/U) ^^W^] -2->f 

(3) (Z) -3- [(2, 4-v ? ^^/^-5- (2-t^y-l, 2-^t 

- 1 H- tfo— /V- 3 — — ;/ 

(4) 5- (5-7^tD-2-t^y-l, 2-^tKo^yK^-3 
- D 9* > * -2, 4 -v^^vP— 1 H— fc°n — A— 3 

y y ^ Tisy K . (2 - *JoL?-a,t 5: 7 3^/V) T ^ K, 

(5) N- {2-^nn.-4- [(6, 7-^ 

(6) 1- (4-^nnT— y/) -4- ( 4 - fc° V 

(7) N- {2-^nn-4- [(6, 7-v^ h ^>-4-^ / U /V) ^* 
4->] -N' - (5 — * ^VU- 3 — >T y^rt/y /V) ?^7\ 

(8) 4- [ ( 4 - 7;Pt d - 2 - y f y 5 - /I') ^^fi/] 
-6-y h^rv'-7- [3- (t°ny^y-l — f/P). 7°n^4^] 

yy. • 

(9) 6- [2- (;>< ^vWTJ/I^^e^fVP) ^^^/P-^/P^t— /V] -3-E 

- [2- (t°y v^- 2 — Y/W) m^^/l^] /K 

(10) N— ( 3 — h y 7/l/t o y 4 - ^ p o 7 x^/l') — N* - (4 

- ( 2 -7 ^-JVfl /V/**:4 tVMi) i?Z/- 4 f/W-) Jr*^? a^=-/V) $ 1/7, 

(11) [6- [4- [(4 -^^VHf-^v^- 1 i )V) *^-)V\ -7zl — 

)V\ -7H-t°pn [2, 3-d] fc° y ^ — 4 —f yl^] - ((R) -1- 

(12) 6- (2, 6-^no-7x^) -2- ( 4 - !7/l^-n - 3 - 
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*^-)v--y =^=- >vt% y) - 8 t°y K[2, 3-d]t°y v^y 

(13) 6 - (2, 6-v?^nn^^ - 8 - ^ ^/V- 2 - ( 3 - ^ ^ 
;^7 7^7i-;U7^7) -8H-fc°U K[ 2, 3 -/d/] fc° y 5: v?^- 

(14) 4-[6-^^i/-7- (3 - t°^y v?^- 1 — T^-^n^^ 
v-) ^-tyy y-4-^;Ht^7^y- 1 T\yy K 

(1 5) N— (2-^np-6-^^7x-;l/) -2 -[[6 —[4— (2- 
h. Kndeiym^-/W f^v^- 1 --f/l/]- 2 f;l/fc°y ? v^-4 - 

7 8. c-kit nm^fefez^-tzyoWfiK 4- u-^^^tv^^-- 
1 --r/wy ^/i^) -N- [4 3 - [4 - o-tfUvVp) t°y5: 

7 9. c-kit 3^— if PJ.$S'tt^^r-r^#jS^^ c-kit =5r^— iffeift:-efc6. 

If 6 1 — 76 COV^-f ix^^— ^{-taic^iM^m^^c 

8 0. g2&&&j£&3&S N ^•/^ffllS^m^^-rfc'S). |f*]S6 1 — 7 9(DV^-ftt 
8 1. — (I) -C^^^b'Sft:^. t>L< J«<«S^lft}-fF^£tl5}£, 

^fc^^tLb^^^t c-kit 3r-r—^mmmvii$:^-rz>mmt*B% 
-w&z (I) 
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R 3 R 4 

0 (I) 

[it (I) R 1 ^ ^.-V 1 -V 2 -V 3 OS*. V 1 ^ ttS^^t 

ffiftftJjfH^ yfc/l'Jj?— 7/l"7>f-;V^ ^/M^yl^ 5t-CONR 
6 -ti$fl5S, 5£-S0 2 NR 6 --«£*L5^ S-NR 6 S0 2 -t* 



T ^ * W: ffi & £ 4- # L T V > X h X V > C 3 _ 8 > ^ a T ^ 3r /V g £r 



3~1 OMffl^rniiCi^Iftt^) -e^&*bS£&;gBfei-5' 



g^S^^LTl^Tk £V^C 2 _ 7 T/i^:^;ft^;^,i^^fc 
^-coNV 8ll v a12 (5fctK v all te, ftMWcf-. g&S&^LTV 

"Cb J:V^C 1 _ 6 T/^= 3 f/^, g&S£Mfi"LTV>-Ct> ^C 2 _ 6 T,^^r=- JV 

W LT^T^ J:v^ 2 _ 6 T/i^~/i^ g^S^^TLTV^T t> iV^C 2 _ 6 
T/^^/v^ iftS^LTV^'bj:V^C3. 8 ^^n7;^i, g 
Lt V ^X h £ V * C 6 _ j o T y — t^S^t LT V t> £ V * 5 
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,7 r,7 



R 




w 




S £W L t v ^ & «£ v > c 2 _ 7 T/u =i *s?> £ 7c J«- c o n v 

dl V d2 (i£<K v dl *5'J;Tj?v d2 {i, ^^H^i:Lr7k^MT-*/cfie 

^£r# Lt V ^ t> <£ V * C 2 _ 6 T >v*t g&XSr Lt V t> <t V ^ C 3 

R 5 fi, 7kMCT\ ttS^tLTV^fej:v^c 1 _ 6 7/^/H, g^£- 
^L-C^-Ct> <fcv^C 2 - 6 T/H>- — g^^^iT LT^r £ V^C 2-6 
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8 2. c-kit VW&f^tt1rzmWk1&&&ttxti:ZfcW^to<n9k 

-f&m (i) 

R 3 R 4 



[5£ (I) * x Rlii, k-V^V'-V 8 (55*. VMi/flHfeSSrWL 
.fifcHJl^y-* S;-conr 

6 --^£*t5^ j£- S 0 2 NR 6 --C^£tL<5^ S-NR 6 S0 2 -t* 
g^£^LT^T&<£V^C 2 _ 6 T/l^-/l^ glfeSS:WUTV^-C' 

3-1 0 I^ff R^r p I^S^tftt 6o ) x-m£ti&&&nvk-fz> 



fi5t-CONV a11 V al2 (5£iK V all te. Tfc^ISHK g^^LT^ 
T <t V * C 1 _ 6 TA^/l-^ ffi&^^^Pf LTV^T&J^C 2 _ 6 T/I^~/V 
g^S^^UTVN-C^ J;V^C 2 _ 6 T/l^^r^^S > fiifeS&WLTV^T 




(I) 
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12 tt, tKBW^, tftS«rttTV^T'bJ;v>C 1 _ 6 7;^i'S, fi&«£- 
^TLTV^T&.fcV^C 2 . 6 7/^ =^S, fi$&S£^ LTV^Tt £v^C 2 _ 6 

r,7 n 7 



R 8 \ r 




w 1 



Wtt)j;V^C 1 _ 6 7^3^v'S, Bt&SSr^rbTV^T'b £V^C \_ & T)V^r 
S2r^T Lt V & «fc V ^ C 2 _ 7 T/W 3 fi5£- C O N V 

dl v d2 (5£*K ■v dl *3«to ? v d2 ti % ' ^n^^JfeiibTTK^m^^/c^B 

_,^^B7^i, tt&S^LTV^Tt <fcV^C 2 _ 7 Tv'/V'S3;fcte:tt 
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8 3. c-kit *T~^m&m&&tii-&toKtfafr&ttxtj:&miiyiBL&to<Djt 

-«5« (I) 

° (I) 

k (i) <k r 1 teu ss-^-v 2 — v 3 (5*;*; vMi, m&s^c 

fiftHJ^^. ift/^i/H, ^i/^ X/Ufc^ S-CONR 

6 --C*$tL-5X. 5£- S0 2 NR 6 --^£*l£^ ^-NR 6 SO r t 
^£*x<5^ ^-NR 6 CO--C*$tl-5^7ci{i^:-NR 6 --T:^$fb5 

i 

£> g^^Wb-CV^-Ct £V^C 2 _ 6 T/^~^S V gmS^^TUTV^T 

3~i oM^^^-rnit^s^^^-r^o) xm&hzm&Mvk-rz 



[K-coNV all v 12 (5£*K v all te, zkMuK g&XSr^bTV^ 
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«*3E«r^rL-CV^"Ct«tv>C 2 _ 6 T/i'^=yi'S v g&£3r^bTV^T 
/WS, g^^^bTV^t <fcv^5~ 1 0l^7O7!l-^S*fcij:Ii 

^TL-CV^-Ct J:V>C 2 _ e T/W^r^/^ N gifeiE^r^f b"C V^"C iV^C 2 _ 6 



S£Wb-tv^-Ct> £v^c 6 _ 10 T V f ^S^t L t v>x t> i v ^ 5 ~ 

.fc. fig&K 2r^T b T V ^ T t> «t V > C 3 _ 8 v- ? n T/> =» 5 „ ) "C 

5 SASH'S ; 

R 7 R 7 



tf?/V*/H^ g^K^^fb-C^T & J: l \C 2 _ 7 T iy/l^S, g& 
bT V >T t> <£ V ^ C 2 _ 7 TA- =» /I^aK^-A'Ss* fiafc- C O N V 

dl v d2 (5£*f\ v dl :fej;rj?v d2 {i. ^ix^tL^bTTK^^-^fefig 
}&X£r^bTV>T t <fci*C 1 _ 6 TA'3vi^&lcBi|c , t-5o) 



C,_ 6 7^^i, t^S^tLtv^TtJ:v^C 2 . 6 7^^-;i'S, g& 
* ^^T b x v >t <b «t v * c 2 - 6 T/i^ b T v >t t> «t V ^ C 3 
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TVl^— /I^, tt^S^^TL-CV^-C^ iV^C 3 _ 8 '>^ P7/V^I, Wife 
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m 2 



3-1 
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* 



=3 > hO—Jl 
it£®} A 30 mg/kg 
lb£#IB 160 mg/kg 
Ib^A 30 mg/kg 
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